Study of mutagenic effects of Sodium Meta Bisulfite FDA Compound #71-22
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IKTROGUCTION

Under contract io the Food and Drug Administration, Stanford Re-
search Institute is exanining the mutagenicity of 14 selected chemical
compounds {Contract No. FDA 71-257). This report describes the results
of tests conducted on fodium Metabisulfite (71-22).
| ,

Three methods are used to evaluate the genetic hazards of the test
compounds, These are: (1) Host-Mediated Assay, (2) Cytogenetic Assay,
and (3) Dominant Lethal Gene Test. Methodologies used to conduct these
tests are described in detail in "Compound Report No. 1," January 1972,
The same procedures were followed in obtaining the informaticon presented
in this report,

For the compound under consideration here single and repeated intuba-~
tions were performed . at three concentrations. These amounts were {1) a
maximum tolerated dose or 5 g/kg, whichever was lower, (2} a low dose of
30 mg/kg or one near the use level, and (3) a level intermediate between
the use level and the maximum tolerated dose.
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SUMMARY

Host-Mediated Assay

Sodiwn metabisulfite (Tl~22} did not produce any measureahle mutagenic
response or alteration in the recombination {reguency for Saccharomyces
cerevigiae in either the host-mediated assay or the associated in vitro
ot fadidteati X _
tests, '

Cytogenetic Assay

Sodium metabisulfite (71-22 eXhibits no adverse effect on metaphase
chromosomes from rat bone marrow at any of the dose levels or time periods
tested, : '

It causes mitotic inhibition and widespread damage to anaphase celis

tested in vitro and cobtained From human ensryoric lung cells (WI—}B)
grown in tissue culture. '

Doninant Lethal Gene Test

-

No consistent responses occurred to suggest that sodium meta~hisulfite
(71-22) is mutagenic to the rat by this experimental procedure, The posi~
tive reference compound, TEM, a known mutagen, generally produced mutagenic
responses from the first through the fifth weeks of the experiment, as
"expected. Mathematical treatment of the Dominant Lethal Gene data, according
to the statistical program outlined by FDA, failed to show consistent
sipgnificant differences (which could be attributed to an effect of sodium
meta-bisulfite) at P<0.01, P<0.05, and P<0.10.

However, there was a greater frequency of significant differences at
the P<0.20 level, suggestive of a mutagenic effect. This finding at P<0.20
suggests that consideration be given to test sodium meta-bisulfite again,
using a greater number of females per g¥oup, or the more extensive trans-
location test should be applied fto this compound,
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RESULTS AND DISCUSSION

Oral Toxicity

Single and multiple dose toxicily data are presented in Table 1. The
oral LDj, for sodium meta-bisulfite {71-22) given as a solution in water
was 2.48 g/kg, while the multiple dose LDy, was 1.80 g/kg. After an
examination of the LDg, data, mutagenesis assay dosage levels of 1.2 g/kg,
0.7 g/kg, and 30 mg/kg were selected for both single and multiple treatment
groups.

Host~Mediated Assay

Table 2 preseuts a summary of the host-mediated assay results for
Sodium metabisulfite (71-22). Table 3 contains the data cbtained on
each individual mouse, This table is a corputer printout of the calcu-
lations made on the data obtained for each mouse. Because of.the nature
of the computer, *t is necessary to exceed its maximum number of signifi-
cant figures to obitain a value as an exponent, For this reason, 12 sig=-
nificant figures are printed out. However, only three significant figures
are used for calculations and reporting the results as summarized in
Table 2. Table L summarizes the data obtained in the in vitro tests.

As can be seen from the results summarized in Table 2, no mutagenic
response was observed for the two Salmonella typhimurium strains tested
when mice were treated with the test compound. The mitotic recombination
frequency of Saccharomyces cerevisiae was not affected. Similarly, no
positive mutagenic response was detected in the in vitro tests,

Cytogenetic Assay

Review of Table 5 indicates that no adverse effect on rat bone
marrow chromosomes at any tested dose level or time period may be attri-
buted to Sodium metabisulfite,

Table 6 indicates that sodium metabisulfite causes mitotic inhibi-
tion proportional to the dose level, In addition, a sharp increase in
the number of aberrant cells can be observed for the low and intermediate
dose levels, Quite possibly the small increase scen at the highest dese
level results from the few cells scored ratbher than indicating a reduced
adverse effect at this dosc. The increased number of abnormal anaphases
due to sodium metabisulfite results from widespread damage to the chro-
mosomes., There is & distinet increase in the number of acentrie frag-
ments and bridges observed, indicating that 1t causes multiple breakage
in the chromosomes, There is also a sharp increase in the number of
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cells scored as "other! Cells were scored as other when the two sets
of chromosomes were broken up into numerous small clusters with no pﬁxw
ticular polar orientation. Sodium metabisulfite thus exhibits a strong
adverse effect on WI~35 cells grown in culture and tested in vitro.

Dominant Lethal Gene Test

Throughout the experiment the biological criteria used to evaluate
mutagenic effects in the rat showed no consistent responges which could he
attributed to treatment., .There were occasional statistical differences
between control and sodium meta-bisulfite-dosed groups at P<0.0l, P<0,05,
and P<0.10 without any suggestion of a time or dose~response effect.
However, at P<0.20 indications of an effect were evident, which suggest
.that this study should be repeated.

Table 7 presents summary data of the implantations per pregnant
female, Table 8 summarizes dead implants per pregnant female, Table 9
summarizes dead implants per total implants, Table 10 summarizes corpora
lutea per pregnant female, and Table 11 summarizes pre-implantation loss
per pregnant female,

Appendix A presents a description of the statistical analysis procedures
for dominant lethal gene tests with an explanation of the computer printouts.

Appendix B contains computer printouts of the raw data and statistical.
analyses of them,

Careful review and statistical evaluation of the data do not show
sodium meta-bisulfite to be -a mutagen in the rat by the dominant lethal
gene test; however, indications of a trend at P<0.20 suggest that this
compound should be studied again, using a greater number of animals to
determine if these indications are indeed a real effect of the compound .

. W. A, Maxwell, Ph.D,, Manager
Microbiology Program

I Neaell

G. W, Newell, Ph,D,, Director
Department of Toxicology
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Dosage
Regimen

Single Dose

Multiple Dose

ORAI TOXICITY

Table 1

{g/kg)

2.48

1.8

- RAT

Compound:
FDA No:

Sodium Meta-Bisulfite
71-22

95% Confidence
Limits

(g/kg)

1.97 to 3.12

No fractional mortality
therefore unable to
calculate confidence
limits.




Compound No, :

Table 2 .

HOST MEDIATED ASSAY
SUMMARRY OF DATA

71-22 {Sodium Metabisulfite)

A, Acute
- Organism B
Salmonella Saccharomyces
Treatment Ghi TA 1530 D=3
MFt/ MFt/ RFL/
MF MFc MF MFc RF " RFc
8 -
Max i mun 1.22 x 1009 1.36 1.26 X 10™ 0.23 2,14 x 107% | 1.10
Internmediate 5.85 X 1009 0.51 6.54 X 107 1.20 1.53 X 10™* .72 »}
Low Level 3.01 X 10-9 0.3k 2,61 X 10-8 | 0.48 1.33 x 100 | 0.69 |
Control (+) 1.10 x 1075 125,18 | 6.86% 10| 12.63 | 8.83 x 1075 k.55 |
i
Control (-) 8.95 % 10'jr 1,00 5.43 X 107° | 1.00 1.9% X 1o‘ﬁ/ 1,00
B. Subacute
Qrganism i
Salmonella Saccharomyces
Treatment [ TA 1550 D=5
MFL/ | MFt/ - RFt/
MF MEC ME MFe R¥ RiFe
Maximum - 8.45 10~ 1.67 2.80 X 10“8 0.62 g.06. X 10°° 0.53
Intermediate 9.22 x 10~  1.82 3.62 X 1070 | 0.80 1.50 X 10°% [ o.72
Low Level 6.65 X 1009  1.31 7.44 x 10°° | 1.6k 7.8% X 107> | 0.46
Control (-) 5.06 10‘:? 1 1.00 k.55 X 1077 | 1.00 1.71 X 1077/| 1.00
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Table 3

HOST MEDIATED ASSAY

INDIVIDUAL MOUSE DATA

{Sodium metabisulfite)

Compound No.: 71-22
Organism: G=46
Treatment ; CONTROL (+)
A. Acute

Ave, No., Mutant

Mouse Colonies or Recom-

Ave, No. Colony

Mutation or Recom-

No. binants/ml Forming Units/ml bination Frequency
«824166666665ex 03 .878333333330ex 09 +938330170779%ex~06
. 708333333330ex 03 646666666665ex 09 +109536082473ex-05
L464166666666ex 03 . 405000000000ex 09 »114609053497ex-05
-« 7117500000000ex 03 .648333333330ex 09 «110668380463ex~05
»857500000000ex 03 +416666666666ex 09 . 205800000000ex-05
W 7466665666665ex 03 +126333333333ex 10 «591029023746ex-06
. 415000000000ex .03 +251666666666ex 09 +164900662252ex-05
.635833333330ex 03 «.116666666666ex 10 +545000000000ex-06
« 790000000000ex 03 .708333333330ex 09 +111529411765ex-05
+219166666666ex 03 +281666666666ax 09 » 77810650887 5ex~06
.110229016078ex~05
B. Subacute
Ave. No, Mutant
Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom-
Ne. ‘binants/ml Forming Units/ml bination Frequency
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Table % (continued)
: e

HOST MEDIATED ASSAY |
INDIVIDUAL MOUSE DATA

Compound No., : 71~22 (Sodium metabisulfite}

Organism: __ __ G-46 —
Treatment : (~) CONTROL
A. Acute

Ave, No. Mutant -

Mouse Colonies or Recom~ Ave, No. Colony Mutation or Recom=-
No. binancs/ml Forming_Units/ml bination Frequency

1 .333333333333ex 01 . 840000000000ex 09 +396825396825ex-08

2 .8333333333%%ex 00 «786666666665ex 09 +105932203389%ex=-08

3 .3833333332533ex 02 « 945000000000ex (9 +405643738976ex-07

4 .166666666666ex 01 +149333333333ex 10 «111607142856ex-08

5 « 500002000000ex 01 +1020000000002x 10 +490196078431ex~08

6 .183333333333ex 02 “w135166666666ex 10 «1356350184%6ex~07

7 »833333333330ex 00 « 140000000000ex 10 . ,595238095235ex=09

8 .383333333330ex 01 .102500000000ex 10 +569105691053ex~08

+893247237097ex~08

B. Subacute

Ave, No, Mutant

Mouse Colonles or Recomw Ave, No. Colony Mutation or Recom-
Ko, binants/ml Forming Units/ml_ bination Frequency
+166666666666ex 01 « 230000000000ex 09 .179211469533ex~08
.833333333330ex 00 « 370000000000ex 09 ' «225225225224ex-08
«833333333330ex 00 . 150000000000ex 09 «555555555553ex~08
+333333333333ex 01 .641666666665ex 09 +519480519481ex~08
«833333333330ex 00 . ,431606666666ex 09 .193050193049ex-08
.166666666666ex 01 .105000000000ex 09 .158730158729ex-~07
«333333333333ex 01 . 780000000000ex 09 «427350427350ex-08

[e BN I MV R TLR N

« 250000000000ex 01 . 695000000000ex 09 «359712230215ex~08

+505860900960ex-08




Compound No, :

O

Table 3 (dentinucd;

HOST MEDIATED ASSAY.
INDIVIDUAL MOUSE DATA

71-22 (Sodium métabisulfite)

Organism: G-46 .
Treatment: MAXIMIM
A. Acute

Ave, No, Mutant

Mouse Colonies or Recom~ Ave, No, Coleny Mutation or Recom-
No. binants/ml Forming Units/ml bination Freguency
1 « 750000000000ex 01 . 6666666666652x 09 .112500000000ex-07
2 . 10000G000000ex 02 L 475000003000ex 10 »21052631578%ex~08
3 . 3000073000000ex 02 .103333333333ex 10 .290322580646ex-~07
4 +166666666666ex 0L . 51500000000"ex 09 +323624595467ex~08
5 +141666606666ex 02 . 935000020000ex 09 +151515151514ex-07
6 +108333333333ex 02 «B46666666665ex 09 »127952755905ex~07
7 .916666666665ex 01 . 760000000000ex 09 .120614035087ex-07

B. Subacule

Mouse
No.
.

@AWV WN =

Ave.'No.rMutant
Colonies or Recom-
__ binants/ml

Ave, No, Cdiony

«122331373468ex~07

Mutation or Recom-
bination Frequency

.142857142857ex 01
.8333333233330ex 00
.333333333333ex 01
.333333333333ex 01
»333333333333ex 01
.833333333330ex 00
. 750000000000ex 01
« 250000000000ex 01

Forming Units/ml

.816666666665ex
«306666666666ex

- +591666666665ex

. 580C00000000ex
.633333333330ex
.788333333330ex
+ 175000000000ex
«975000000000ex

09
09
09
09
09
09
09
09

.174927113702ex~08
«271739130434ex-08
.563380281691ex~08
.574712643677ex-08
.526315789475ex~08
.105708245243ex=08
428571462857 1ex~07
.256410256410ex~08

.B44863468290ex-08
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Compound No,:

&

Table 5 {continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-22 (Sodium metabisulfit_:e)

O

Organism: G-46
Treatment: INTERMEDIATE
A. Acute
Ave. No, Mutant - _ ’
Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
. 5000000000002x 01 .140833333333ex 10 + 355029585799 ex-08
+323333333333ex 01 ,110333333333ex 10 .3021148036252x—08
«250000000000ex 01 JT416666666G65ex 09 .337078651686ex-08
.583333333330ex 01 » 515000000000ex 09 .113268608413ex-07
. 250000L00000ex 01 «393333333330ex 09 .279850746269ex~08
. 200000000000ex 01 .918333333330Lx 09 «217785843920ex-08
.833333333330ex 01 .110333333333ex 10 .755287009062ex~08
.482833246354ex~08
B, Subacule
Ave, No, Mutant
Mouse Colonies or Recom- ~Ave, No, Colony Mutation or Recom-
_No.. _binants/ml Forming Units/ml ~ bination Frequency
1. +208333333333ex 02 .788333333330ex 09 «264270613108ex~07
2 +333333333333ex 01 »713333333330ex 09 +467289719627ex-08
3 166666666666ex 01 . 110000000000ex 09 «151515151514ex~07
4 . 250000000000ex 01 446666666666ex 09 «559701492538ex~08
5 .416666666666ex 01 . 660000000000ex 09 .631313131312ex~08
6 .833333333330ex 00 «593333333330ex 09 «140449438202ex~-08
7 +416666566666ex 01 .8416666066665ex 09 +495049504950ex~-08

«921665847547ex~08
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Table 5 {continued) ' '

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No.: . 71-22 {Sodium metabisulfite) ' o
Organism: G-46

Treatwent : 1.0W

A, Acute

Ave, No. Mutant

Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom—
No. binants/ml ' Formiang Units/ml bination Frequency
1 .166666666666ex 01 .11350000C000ex 10 .146842878119ex~08
2 - 416666666660ex Gl ,958333333330ex 09 .434782608696ex-08
3 .533333333330ex 00 .102333333333ex 10 .814332247556ex~09
4 .166666666666ex 01 .8330000000000ex 09 .200803212850ex~-C8
5 .ZSOOO“GOOGOOex 01 . 780080000000ex 09 .320512820512ex~C8
6 416666666666ex 01 .146333333333ex 10 .284738041002ex~08
7 .333333333333ex 01 .181666666666ex 10 .183486238532ex~08 -
8

.833333333330ex 01 .110000000000ex 10 .757575757572ex-08

.301271847753ex-08

B. Subacute

Ave, No. Mutant

O W N

" Mouse Colonies or Recom- Ave. No, Colony Mutation or Recom—
No. binants/ml ‘Forming-Units/ml bination Frequency
.166666666666ex 01 .631666666665ex 09 .263852242743ex-08
.333333333333ex 01 .590000000000ex 09 - .564971751411ex~08
.833333333330ex 00 . 605000000000ex 09 .137741046831ex-08
.333333233333ex 01 .141666666666ex 09 .235294117647ex~07
. 250000600000ex 01 .696666666665ex 09 .358851674642ex~08
+833333333330ex 00 .688333333330ex 09 ,121065375302ex-08
.333333333333ex 01 .658333333330ex 09 .506329113926ex~08
8 +333333233333ex 01 , 705000000000ex 09 .472813238770ex~08
9 (166666666666ex 01 .578333333330ex 09 . 283184438040ex~08
0 ,$33333533320ex 00 .533333333330ex 08 .156250000000ex-07

' .662925005812ex-08
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Table 5 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No.: 71-22 (Sodium metabisulfite) "
A

Organism: TA-1530

Treatment: CONTROL (%)

A. Acute

Avé. No. Mutant

o~ WwiE

Mouse Colonies or Recom- Ave, No., Colony Mutation or Recom-
Ko, binants/ml Forming Uuits/ml bination Freguency
.3166660656666ex 03 .681666656665ex 09 - .464547677261ex~06'
.375833333333ex 03 .316666666666nX 09 .11868&210526ex—05
.453003000000ex 03 ,791666666665ex 09 .572210526316ex-06
. 250833333333ex 03 +49000000000Cex 09 .511904761904ex—06
.535833333330ex 03 .813333333330ex 09 .658811475&08exﬁ06
.174166666666ex 03 ,635000600000ex 09 .27&278215222ex—06
. 397500000000ex 03 .498333333333ex 09 .7976588628768x-06
.333333333333ex 03 .401665666666ex 09 .82987551867Zex—06
.671666666665ex 03 .763333333330ex 09 .879912663757ex~06

.686226867404ex-06

&

B. Subacute

Ave, No, Mutant .
Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency

-




L T

i faaih

[

Compound No.:
QOrganism:

Treatment:

Table % (continued) {r>

-

HOST MEDIATED #SSAY -
INDIVIDUAL MOUSE DATA

71-22 (Sodiumlmetabisulfite)

TA-1530

CONTROL (=)

A, Acute
Ave. No. Mutant

Mouse Colonies ©OF Recom~ Ave. No, Colony Mutation or Recom-

No, binants/ml Torming Units/ml bination Frequency
1 . .125000000000ex 02 . 340000020000ex 09 .367647058823ex—07
2 , 750000000000ex 01 .ZSSDOGOGOOOOex 09 .2941176470583x-07
3 L6666653666665ex 01 . 295000000000ex 09 .225388700564ex—07
4 .175600000000ex 02 . 250000000000ex 09 .7000000000003x—07
5 ,125000000000ex 62 L456666606666ex 09 .273722627737ex—87
6 .608333333330ex 02 . 608750000000ex 09 .999315537297ex—07
7 L 2166666666606ex 02 .435000000000ex709 .k98084291186ex-07‘
8 .733333333330ex 02 .743333333330ex 09 .9865&7085201ex—07

.543177868480ex—07
B, Subacule
Ave. Ko. Mutant ‘
Mouse Colonies or Recom= Ave. No, Colony .- Mutation or Recom=
No, “__binants/ml_ Forming Units/ml bination Frequency

i .166666666666ex 02 .303333333333ex 09 .5494505494&8ex-07

2 .833333333330ex 01 . 190000000000ex 09 .k38596491226&x—07

3 ., 275000000000ex 02 ,420000000000ex 09 .65476190&7613x—07

'4 ,308333333333ex 02 .7866666666060ex 09 .391949152542ex—07

5 .191666666666ex 02 .693333333330ex 09 .276442307692ex-07
6. .183323333333ex 02 .373333333333ex 09 .491071428570ex—07

7 . 100000000000ex 02 .263333333333ex 09 .3797&6835443ex—07

454574095667 ex~07
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Table % (continued)

HOST MEDIATED ASSAY
INDIVILUAL NOUSE DATA

" Compound No, : 71-22 (Sodium metabisulfite)
Organism? TA=1530

" Treatment: MAYTMUM
A. Acute

Ave. No, Mutant

Mouse Colonles or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml hination Freguency
1 . 208333333333ex 02 . 833333333330ex 09 .250000000000ex~C7
7 . .133333333333ex 02 .,513333333330ex 09 ,259740259741.ex-07
3 L141666666666ex 02 .738333333330ex 09 .191873589164ex-07
4 .175000000000ex 02 .621666666665ex 10 .281501340483ex~08
5 .137500000000ex 02 .353333333333ex 10 .389150943396ex-05
6 - .223000000000ex 02 LL06E6GH66666ex 10 ,553278688525ex~03
7 . 150000000000ex 02 . 255000000000ex 10 .588235294117ex-03

B. Subacute

Ave. No, Mutant
Mouse Colonies or Recom- Ave, No. Colony
No. binants/ml ' Forming Units/ml

.126118639365ex~07

Mutation or Recom-
bination Frequency

,191666666666ex 02 .753333333330ex 09
.100000000000ex 02 . 320000000000ex 09
.166666666666ex 02 .356666666666ex 09

.158333333333ex 02 .382333333333ex 09
L666666666665ex 01 - .243333333333ex 09
.666666666665ex 01 LA4400000000002x 09

1

2

3

4 LA416666066666ex 01 .481666666666ex 09
5

6

7

W254424778761ex=-07
. 312500000000ex-07
467289719625ex~-07
. 8650519031 14ex~08
.413043478260ex~07
,273972602739ex~07

.151515151514ex-07

.279892988741ex—07
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- Qrganism:

-

Compound No.:

B

Table 5 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-22 (Sodium metabisulfite)

TA-1530

“Treatment:

INTERMEDIATE .

A, Acute
Ave. No. Mutant
Mouse Colonies of Recom~ Ave. No, Colony Mutation or Recom=
Ne. binants/ml Forming Units/ml Eiyation Freguency
1 . 150000000000ex 02 .223333333333ex 09 .671641791045ex-07
2 L, 400000000000ex 02 .598333333330ex 09 .668523676883ex~07
3 . 241666666666ex 02 .44}666666666ex 09 .547169811320ex-07
4 .216666666666ex 02 , 595000000000ex 09 .364145658262ex—07
5 .108233333233ex 02 .398333333333ex 09 .271966527196ex-0?
6 .116666666666ex 02 . 800000000000ex 08 .1&5833333332&x~06
7 .583333333330ex 01 ,616666666665ex 08 .9459459&5943ex—07
8 .316666666666ex 02 .566666666665ex 09 .5588235294126x—07
9 .183333333333ex 02 . 460000000000ex 09 .398550724636ex—07

B. Subacute

,653900110887ex~07

Ave, No, Mutant . - _
Mouse Colonies or Recom= Ave, No. Colony Mutation or Recom-~
No. binants/ml Forming Units/ml bination Frequency

.258333333333ex 02 .113833333323ex 10 .226939970717ex-07
. 175000000000ex 02 .368333333333ex 09 ,475113122172ex-07
.158333333333ex 02 .411666666666ex 09 ,384615384615ex-07
.116666666666ex 02 .531666666665ex 09 .219435736676ex-07

.333333333333ex 01 .493333333333ex 09 ,675675675675ex~08

1

2

3

4

5 .116666666666ex 02 .145000000000ex 09 , 804597701144ex~07
6

7

8

.1333333333330x_02 .551666666665ex 09 .241691842900ex-07
L116666666066ex 02 .245000000000ex 09 .476190476187ex-07

.362018975243ex~07
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Table 3 {continued) ot

HOST MEDIATED %SSAY "
INDIVIDUAL MOUSE DATA

Compound Xo.: 71-22 (Sodium metabisulfite)

Organism: TA-1530
Treatment: LOW
A. Acute
Ave. No. Mutant
Mouse Colonies or Recom- Ave. No, Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Fregquency
.133333333333ex 02 .293333333333ex 09 .454545454544ex407
,666665666665ex O1 .293333353333ex 09 .227272727272ex-07
.141666666666ex 02 L476666606666ex 09 .297202797201ex~07
.1166t:66005666ex 02 ,866666666665ex 09 .134615384614ex~07
.857142857140ex 01 . 72500000G000~x 09 .118226600984ex-07
.183333333333ex 02 ,905000650000ex 09 .202578268876ex~07
. 206000000000ex 02 . 124000000000ex 10 .161290322580ex~07"
.108333333333ex 02 . 375000000000ex 09 .288888388888ex~07
666666666665ex 01 ,145000000000ex 09 ,459770114941ex~07

Vo~V W N

. 260487839986ex-07

B. Subacute

Ave, No. Mutant
Mouse Colonies or Recom- Ave., No; Colony a Mutation or Recom-
No, - pinants/ml Forming Units/ml bination Frequency

Do~ o B W R

.383333333333ex 02
.316666666666ex 02
. 280000000000ex 02
. 250000000000ex 02
. 225000000000ex 02
.191666566666ex 02
. 270000000000ex 02
.166666666666ex 02
.583332333330ex 01

.401666666666ex 09
.221666666666ex 09
.570000000000ex 09
.228333333333ex 09
.686666666665ex 09
. 265000000000ex 09
. 325000000000ex 09
. 345000000000ex 09
.160000000000ex 09

.954356846473ex=07

.142857142857ex~06
.491228070175ex-07
.109489051095ex~-06
32766990291 3ex-07
.72327044024%ex~07
.83076923076%ex~07
.483091787437ex~07
.364583333331ex~07

«744270172314ex~07




Qrganism:

WM~ P W

s

O

Compound No.:

Pable 3 (continued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71 _nq Sodium metabisulfite)

h=3

Treatment

A, Acute

(2:)-CONTEOL

Ave. No. Mutant

Mouse Colonies or Recom- Ave. No, Colony Mutation or Recom~
No. ' binants/ml Forming Units/ml bination Frequency
. 270050000000ex 05 .363333333333ex 08 . 743119266055ex-03
. 215000000000ex 05 ,22166666666tex 08 .969924812032ex~03
,195000000000ex 05 . 650000000000ex 08 . 300000000000ex~03
,2iGo0H0000000ex 05 ,376666566666ex 08 ,716814159293ex~03
. 345000000000ex 05 L463333333333ex 08 . 744604316547ex-03
. 315000000000ex 05 .310000000000ex 08 ,101612903225ex~02
. 385000000000ex 05 .208333333333ex 08 .184800000000ex~02
. 310000000000ex 05 .231666666666ex 08 ,133812949640ex~02

05 .496666666666ex 08 ,271812080537ex~03

.135000000000ex

B, Subacute

.883170351454ex~03

Ave. No, Mutant

Mouse

Colonies or Recom—

No. binants/ml

Ave, No. Colony
Forming Units/ml

Mutation or Recom=-
pination Frequency
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Table 3 (gc»:ltinued)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. ! 71-22 (Sodiﬁm metabisulfite)

organism: __ D=3 _ e
Treatwent: (-) CONTROL
A. Acute

. Ave. No. Mutant
Mouse (olonies or Recom- Ave, No. Colony Mutation or Recom-

No, bivants/ml Ferming Units/ml bination Freguency
1 . 500000000000ex 04 .345656666666ex 08 .1442307692312x~03
2 .450000000000ex 04 . 260000000000ex 08 .1730769230762x-03
3 . 3:0000000000ex 04 .365000000000ex 08 .9589041095892x-04
4 . 200000000000ex 04 LAt16666h6666ex 08 .452830188679ex-04
5 .500000000000ex 04 .611566666665ex 08 .817438692100ex~04
6 . 2000000C0000ex 04 . 445000000000ex 08 .202247191011ex~03
7 . 350000000000ex 04 .226666666666ex 08 .154411764706ex~03
8 .400000000000ex 04 .175000000000ex C8 .228571428571ex=03
9 , 950000000000ex 04 .155000000000ex 08 .612903225806ex=-03

10 . 300000000000ex 04 - ,149250000000ex 08 .201005025125ex=03

.193936362655ex-03

B. Subacute

Ave. No., Mutant

Mouse Colonies or Recom= Ave. No, Colony Mutation or Recom-—

.~ No. binants/ml ‘Forming Units/ml bination Frequency
1 ,400000000000ex 04 .191666666665ex 08 ,208695652174ex~03
2 . 250000000000ex 04 .190000000000Cex 08 .131578947368ex~03
-3 . 250000000000ex 04 .253333333333ex 08 L986842105264ex-04
4 ., 500000000000ex 04 . 315000000000ex 08 ,158730158730ex~03
5 . 550300000000ex 04 .195000000000ex 08 .282051282051ex-03
6 . 200000000300ex 04 .13375000G0C0ex 08 .149532710280ex~03

7 . 350000000000ex 04 ,198333333333ex 08 .176470588235ex-03
8 L400000000300ex 04 .238333333333¢x 08 .167832167832¢x=03
9 . 250000000000ex 04 +1770000000002x 08 .141242537853ex~03
10

.300000000500ex 04 ,1?3333333333ex 08 .1956521739132x-03

.171047082894ex—03
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Table 3 (continuead)

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Combound No.: 71-22 {Sodium metabisulfite) )
2.
QOrganism: D-3
Treatment: . MAXTMUM
A. Acute
Ave. No, Mutant
Mouse Colonies or Recormi- Ave. No, Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency

.300000000000ex 04  .166666666666ex 08 .180000000000ex~03

1
2 . 300000000000ex 04 .106250000000ex 08 .282352941176ex%-03
3 . ,200000000000ex 04 .113060600000%ex 08 .176991150442ex~03
4 L, 400000000000ex 04 .49250000GC030ex 07 .812182741116ex-03
3 . 350000000000ex 04 . 500000000000ex 08 . 706000000000ex-04
6 .250000000000ex 04 .183333333333e¢x 08 .1363636363632x-03
7 . 250000000000ex 04 .271666666660ex 08 .920245398775ex~04
8 -, 450000000000ex 04 .371666666666ex 08 .121076233184ex-03
9 .150000000000ex 04 .256666666666ex 08 .584415584417ex-04
.214381422286ex~-03
- B, Subacute
Ave, No. Mutant ) :
Mouse Colonies or Recom= Ave. -No, Colony Mutation or Recom-—
No., binants/ml Forming Units/ml bination Frequency

. 300000000000ex 04 . 260000000000ex 08 .115384615384ex~03
. 500000000000ex 03 ,110250000000ex 03 L453514739229ex~04
. 500000000000ex 04 .563333333330ex 08 . 887573964502ex~04
,450000000000ex 04 LL66666666666ex 08 ,964285714287ex~04
.450000000000ex 04 ,433333333333ex 08 .103846153846ex-03
JabhhAbbhb4hkex O .568333333330ex 08 .782013685243ex~0%
. 500000000000ex 04 . 643333333330ex 08 .777202072542ex-04
L 4500000000002x 04 .428333333333ex 08 ,105058365758ex-03
. 400000000000ex 04 .381666665666ex 08 ,104803493445ex~03

\-OCO‘-JO'\U'I-F-"LOMH

.906168495572ex=04




compound No.:

Table 3

(continued)

HOST MEDIATED ASSAY
i1RDIVIDUAL MOUSE DATA

73122 (Sodium mnetabisulfite)

Organism;

Treatuwent:

Do e =

IHTERMEOLATE

P

PN

PR

A, Acute
Ave. No. Mutant

Munse Colonies or Recom~ Ave. No, Colony

No., binants[g} Forming Units/ml
1 .750000000000ex 04 7383?3333330ex 08
2 .ZOGOOOOOOOOOex 04 h500(00000u0ex 08
3 .900000000000ex 04 518333333330&x 08
4 .§500000600000ex G4 790000000000ex 08
5 .950000000000ex 04 '.265000000006ex 08
6 . 250000000000ex 04 .1933333333333x 08
7 . 400000000000ex 04 . 230000000000ex 08
8 . 350000000000ex 04 .220000000000ex 08

U, Subacute

Ave., Ko. Mutant

slouse Colonies or Recom= Ave, No. Colony

No. _ﬂ_binants/ml Forming Units/ml
) . £00000000000ex 04 &88333333333ex 08
2 .SSOOOOOQOOOGex 04 .523333333330ex 08
3 . 150000043000ex 04 181666666666ex 08
4 . 650000000000ex 04 &266666666663x 08
5 , 700000000000ex 04 235000000000ex 08
6 . 300000500000ex 04 .258333333333ex 08
7 .150000000000ex 04 .161666666666ex 08
8 LAO000000%000ex 04 . 260000000000ex 08
G " 400000000000ex 04 . 225000000000ex 08

Mutation or Recom=
binatioa Fregquency

.1015801354402x-03
444&4&4&&&&4ex—04
1736334&0515ax—03
12025316&5569%—03
. 3584905660372x-02
.1293103&&827ex~03
,142857142857ex~03
159090909090ex-03

,153707518470ex~03

Mutation or Recom=
vination Frequency

. 819112627986ex~04
©105095561401ex-03
| 825688073397 ex-04
©152343750000ex-03
- 297872340425ex-03
* 116129032258ex-03
©927835051550ex~04
.153846153846ex-03
l77777777777ex—03

.140036463&&3ex—03
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" Compound No.:

O

Table 3 (concluded

HOST . MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-22 (Sodium metabisulfite)

0

«253333333333ex

Organism: D-3
Treatment: Low
A. Acute
Ave. No, Mutant ‘ :

Mouse Colonies or Recom- Ave. No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
+400000000000ex 04 .348333333333ex 08 +114832535885ex~03
« 700000000000ex 04 . 786666666665ex 08 .889830508476ex~04
. 300000000000ex 04 .« 260000000000ex 08 «115384615384ex-03
. 250000000000ex 04 « 345000000000ex 08 +72463768115%ex-04
« 250060000000ex 04 +271666666666ex 08 +920245398775ex~04
- «100003000000ex 04 + 320000000000ex 07 .312500000000ex~03
. 250000000000ex 04 .117250000000ex 08 »2132196162042x-03
. 200000000000ex 04 +146666666666ex 08 .136363636304ex~03
.ZOOQOOOOOOOOex 04 401666666666ex 08 .497925311204ex~04

+132840477087ex~03
B, Subacute
Ave, No, Mutant
Mouse Colonies or Recom- Ave. No, Colony Mutation or Recom-
"~ No. biuants/ml " Forming Units/ml bination Freguency

-1 . 600000000000ex 04 »321666666666ex 08 +186528497409ex-03
2 . 250000000000ex 04 .303333333333ex 08 8241758241 76ex~04
3 .100000000600ex 04 .133333333333ex 08 . ,750000000001ex~04 .
4 » 200000000000ex 04 . 230000000000ex 08 + 869565217391 ex~04
5 «150000000000ex 04 «246666666666ax 08 .608108108109ex~04
6 » 230000000000ex 04 .441666666666ex 08 «566037735849ex-04
7 « 300000000000ex 01 08

.118421052631ex-06

.733479438582ex-oa

le. PRI, '
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Table & s
BOST~-MEDIATED ASSAY _ -
IN VITRO MUTAGENICITY OF COMPOUND 71-22 (Sodium metabisulfite) ,
. } ]
Salmonella typhimurium G-L& -
5% wiv 71-22 EMS
negative _ positive
Salmonella typhimtrium TA-1530
5% w/v Ti-22 EMS
negative positive
Saccharomyces cerevisiae D-3
‘ Recombinants/ 105
Compound Concentration Survival (%) Survivors RFt/RFc
71~22 0.1% w/v 79 14,55 1,13
Control {-) i .
for 71-22 -— 100 12,86 v/ 1.00
EMS 0.1% w/v 86 289.79 Tk, 50
Control (~) . .
for EMS - 100 3,89/ 1.00




Table 5
CYTOGENETIC ASSAY

METAPHASE SUMMARY SHEET BY TIME OF SACRIFICE
Sodium Metabisulfite (71~22)

Cells

; with More
; y Mitotic ) Cells with thun One
; i Index No. of No. of Cells with Rearrange- Type of Cells with
Dosape . Time® fay Animals Cells Breaks ‘%) ments (%Y~ Aber., (%} Aber., {7
TEM (0.4 wg/KE] 24 2.05 5 250 36.0 7.2 5.6 37.6 .
yegative Control 6 1.95 3 150 1,3 ¢] 0 1.3
. 30 e/ ke 6 2.20 5 250 0.4 0 ) 0 0.1
’ 700 mg /Ky ’ 6 2.25 5 250 0.8 0 0 0.8
1200 mg/ ke T8 1.90 5 230 1.2 0 0 1.2
. } Nepativa [Cuntrol 24 . 2_10 3 \].50 1.3 0 0 t.3 .
; 30 mp/ke 24 2,05 4 200 G 0 0 0
700 SRy 24 2.20 5 250 0.8 0 0 0.8
: 1260 mg/ ke 24 1.65 5 250 0 0 0 O
Negative Coutrol 18 . 2,20 3 150 0.7 0 0 0.7
an age/RE A8 1.70 5 250 1.6 o] 0 1.6
700w Ry 18 1.60 5] 250 1.2 0 0 1.2
y 1200 ke A8 1.80 5 2530 0.1 [4) o G.1
C Negoative Cnntrol sk 1,75 3 150 2.6 0 o 2.6
B30 me SR KA 2,35 5 250 0.8 0.4 0 1.2
700 me/hy SA 2.15 5 250 0.8 0 ¢} 0.8
1204 sl kg SA 2,10 3 150 0.7 O 4 0.7
¥ oTime ot sacrifice after treatinent {hours)
A SA-Hubacutle Y
»

v TSR S P T T e B
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Table 6
CYTOGENETIC ASSAY
. , ANAPHASE SUMMARY SHEET ' :
: Sodium Metabisulfite {71-22) '
‘ : : Cells
: Cells with ' with More Cells
Acentric Cells with Multipolar Other than Onec with
% No. of Fragments: Bridges Cells (Abnormal) Type Aber. Abar.
Dosage Time . Cells (H_ . (9 (9 (9 (9 (nH
é Xegative control 24 263 6.1 2.3 0 <! 2.3 1.9 8.7
2.5 we/mb 24 171 13.5 . 7.0 0 5.8 5.3 19.9
H 25 yg/ml 24 96 13.5 4.2 2.1 7.3 6.3 20.8
250 uz/ml 24 16 6.3 0 0 6.3 - o - 12.5
i (0.05 pe/ml) 24 121 " 19.8 5.0 0 5.8 2.5 28.1

3 :
Time of harvest after treatment (hours).

v, s A
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 DOMINANT LETHAL CTNE-RAT

Table 7-

AVERAGE INMPLANTATIONS PER PREGNANT FEMALE

Compound: Sodium Meta-Bisu

FDA No: 71-22

week of Countrol TEM 71-22 ) T1-22 71~22
Study (10 mi/kg) (0.2 ng/kg) (30 mg/ke) (0.7 g/ke) (1.2 g/kg)

Acute-Single Dose
1 211/18=11.7 201/20=10.1°  203/18=11.3  225/20=11.3 218/19=11.5
2 048/20=12.4  154/20= 7.7  235/20=11.8 917/20-10,9° 186/16=11.6
3 239/20=12.0  168/20= g.4 232/18212.9511 199/18=11.1 924/19=11.8
4 258/20=12.9 77/16= 4.8 237/20=11.9" 034/20=11.7" 214/20=10.7°
5  225/20<11.3 204/20=10.2 209/19=11.0  235/20=11.8 196/20= 9.8
6 251/20+12.6 180/17=10.6 © 207/10=10.9°  228/19=12,0 189/16=11.8
7 244/70=12,2  237/20=11.% 042/20=12.1  227/20=11.4 913/20=10.7"
8 223/19=11.7  226/20=11.3 203/20=10.2°  238/20=11.9  233/19=12.3

Subacute-Multiplé bose -
1 189/18=10.5  163/14=11.6  222/18=12.3
2 930/10=12.1  208/18=11.6 208/19=10.9
3 206/19=10.8 191/18=10.6> 224/20=11.2
4 sa2/20-11.6°  229/20=11,5° 236/20=11.
5 238/20=11.9  191/17=11.2  231/20=11.C
6 ‘214/19511 P g08/177m12.2  210/18=11.7
7 9u7/20=11.4  173/16=10.8 B g99/20=11."

b

d

1

Significant at P <0.,20
gipnificant at P «<0,10
Significant at P <0(.05
gipnificant at ¥ <0.01

Increased above control
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Table 8

LETHAL GENE-RAT

AVERAGE DEAD IMPLANTS PER PREGNANT FEMALE

Compound: Sodium Meta~Bisuy

FDA No: 71-22
7
Week of Control TEM 71-22 71-22 ,11722
Study (10 ml/kg) (0.2 mg/kg) (30 mg/kg) (0.7 g/kg) (1.2 g/kg)
Acute~Single Dose
3 S )
1 8/18=0,44 53/20=2.65d 18/18=1.00 20/20=1.00 18/19=0.95
2 20/20=1.00 120/20=6, 459 8/20=0.40°P  15/20-0.75  22/16=1.38
3 22/20=1.10 127/2026.35d 11/13:0.51 11/18=0,61 33/19:1.%4
4 12/20-0,60 84/16=5.25d 19/20=0.95 17/20=0,85 30/20=1.50
5 22/20=1,10 65/20=3.25d 19/19=1,00 15/20=0,75 13/20=0,65
6 13/20=0,.65 19/l7=1.12a 11/19=0,58 15/19=0,79 14/16=0,88
a
7 16/20=0,80 29/20=1.45a 18/20=0.90 8/20=0.40 34/20=1,70
. ' e b ' a b
8 7/19=0,37 21/20=1,05 20/20=1.00 21/20=1.05 20/19=1.05

Subacute-Multiple Dose

1 33/18:1.83C 2/14=0.14 13/18=0,72
2 28/19=1,47 8/18=0,44 23/19=1,21
3 | 31/19=1.63 16/18=0,89 15/20=0.75
4 51/20=2.55% 8/20=0.40  21/20=1.05
> 28/20=1.40 11/17=0.65  15/20=0.75
6 ° ' 31/19-1.63" . 9/17=0,53  11/18=0.61
7 : . 35/20=1.75%  10/16=0.63 8/20=0.40

a Significant at P <«0.20

b Significant at P <0.10"

¢ Significant at P <0.05 : )

d Sipgnificant at P <0,01 - _ ' -
D Decreased. below conirel
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‘Table 9

DEAD IMPLANTS/TOTAL IMPLANTS

Compound: Sodium Meta~Bisulfite

FDA No: 71-22

Week of Cont rol TEM 71-22 71-22 7122
Study (10 mi/kg) (0.2 mg/keg) (30 mg/kg) (0.7 g/kg) (1.2 g/xg)

Acute-Single Dose
1 8/211=0,04 53/201=0,26%  18/203=0,09 20/225=0.08  18/218=0.08
2 20/248=0.08  129/154=0.84%9  8/235-0.03  15/217=0.07 22/186=0,122
3 22/239=0,00  127/168=0.767 11/232=0,05  11/199=0.06  33/224=0.15
4 12/258=0,05 74/ 77=0.96%  19/237=0.08  17/234=0,07 30/214=0,14
5 22/225=0,10 65/204=0,32%  10/209<0.08  15/235-0.06 13/196;0.07
6 13/251=0,05 19/180=0.11°  11/207=0.05  15/228=0.07  14/189-0.07
7 16/244=0,07 20/237=0.12°  18/242=0.07 8/227=0.04 34/213=0.16°
8 7/223=0,03 21/226=0.09°  20/203=0.10°  21/238=0.09% 20/233=0.09"

Subacute-Multiple Dorge
1 33/189=0.17%0  2/163=0.01  13/2220.06
2 28/230=0.12 8/208=0.04  23/208=0.11
3 31/206=0.15 16/;91:0.08 15/224=0,07
4 51/232-0.281  8/2290.03  21/236=0.09
5 B 28/238=0.12  11/191=0.06 15/231=0.06
6 31/214=0.14¢  9/208=0.04 11/210=0.05
7 35/227=0,15% 10/173=0.06  8/222=0,04
a Sign;ficunt at P <0.,20

b Significant at ¥ <0.,10 - -

¢ Significant at P <0,05

d Significant

at P <0,01




DOMINANT LUTHAL GEKRE-RAT

Table 10

-

AVERAGE CORPORA LUTEA PER PREGNANT FEMALE

Compound: Sodium Meta-Bisulfite |

FDA No: 71-22
Weck of Control TEM 71-22 71-22 71-22
Study (10 ml/kg) (0.2 mg/keg) (30 mg/keg) (0.7 g/kg) (1.2 g/kg)
Acute-Single Dose

1

2

235/18=13.1
| 258/20=12.9
253/20=12.7
268/20=13, 4
248/20=12.4
266,/20=13.3
282/20=14,1

249/19=13,1

Subacute-Multiple Dose

1 -

2

267/20=13.4
a
239/20=12.0
249/20=12.5
222/16=13.9
241/20=12,1
C
208/17=12.2
265/20=13.3

259/20=13,0

'250/18=13.9°

265/20=13.3
b
246/18=13.7
262/20=13.1
240/19=12.,6
C
236/19=12,4
270/20=13.5

250/20=12.5

242/18=13.4
253/19=13.3

231/19=12.2

I

I

a
248/20=12:4

258/20=12.9

244/19=12.8

' b
200/20=12.8

L]

b
240/20=12,0

255/20=12.8

232/18=12.9

265/20=13.3

257/20=12.9
a

238/19=12.5
a

255/20=12,8

255/20=12.8

182/14=13,0
234/18=13,0
226/18=12.6
257,/20=12.9
219/17=12.9

230/17=13.5

b
202/16=12,6

239/19512.6
204/16=12.8
238/19=12.5
276/20-13,8
240/20=12,0

207/16=12,9

2]
252/20=12.6

242/19=12.,7

251/18=13.9
239/19=12.6
257/20=12,9
268/20=13.4
255/20=12.8

246/18=13.,7

c
246/20=12,3

- O oOR

Significant at P « 0.20
Significant at P « 0,10
Significant at P « 0,05
Increased above control

e
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Table 11

AVERAGE -PREIMPLANTATION LOSS PER PREGNANT FEMALE

Compound: Sodium hMeta-Bisulfit.

FDA No: 71-22
Week of Control TEM ' 71-22 71l-g92 71-22
Study {10 ml/kg) (0.2 mg/kg) (30 mg/ke) (0.7 &/kg) (1.2 g/xg)
Acute-Single Dose
1 24/18=1.33 66/20=3.30°  47/18=2.61 15/20=0.75  21/19=1.11
2 10/20=0,50 g5/20=4.25%  30/20=1.50°  38/20=1.90° 18/16=1.13
3. 14/20=0.70 81/20=4,05" 14/18=0.78 33/18=1.83% 14/19=0.74
4 10/20=0.50 145/16=9,067  25/20=1,25%  31/20=1,55" 62/20=3.10°
5 23/20:1,15 37/20=1.85 31/19=1.63 22/20=1.10  44/20=2.2¢"
G 15/20:0.75 28/17=1.65°  20/19=1.53 10/19=0,53  18/16=1.13
7 38/20=1,5C 28/20=1,40 38/20=1.40 28/20=1,40  39/20=1.95
8 26/19=1.37 33/20=1.65 47/20=2,35°  17/20=0.85 9/19=0., 47"
Subacute-Multiple Dose
1 53/18=2,94 19/14=1,36 29/18=1,61

2

23/19=1.21°

25/19=1.32

' 16/20=0.80

20/20=1.00
30/19=1.58

28/20=1 , 40

a

26/18=1.44"
b

35/18=1.94

28/20=1.40 >

28/17=1.65
22/17=1.,29

29/16=1,81

31/19=1.63"

33/20=1.65

b
32/20=1.60

24/20=1.20

‘ b
36/18=2,00

24/20=1.20

;oo R

Significant at P <0.20
Significant at I <0.10
Significant at P <0.05
Significant at P <0.0t
1Y Decreased below contiol

i
A
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Btatistical Analysis Procedures for Dominant Lethal
Gene Tests With a Description and Explanation of the
Computer Prdintouts
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. . . .
gtatistical Analysis Procedures for Dominant Lethal Gene Tests Wi th

A Description and Explunution-df the Cdmputcr Printouts -

The first stage of the analysis of the dominant lethal tests of the
mutagenic studies on chemicals is the preparation of punched cards from
w&rk sheets. Each sheet contains autopsy data for the female rats that
were mated, two per male, ﬁo 10 males of the same dosage group in one
particular week. There are 9 dosage groups for some of the chemical
additives studied, and 8 groups for the others, The 9 groups consist of
5 1-dose groups and 4 S-dose (multiple teatment) groups. The l-dose
groups are for the vehicle control, 3 additive dosage levels, and a positive
control (TEM). Each rat in these groups is mated weekly for 8 weeks, The
5-dose groups are for the vehicle control and the 3 additive dosagellevelé,
The rats in these groups are mated weekly for 7 weeks, (There is a deck
of 1380 cards for ecch compound.) .

The second stage is the execution of a computer program, KLUTE,
which performs the following operations (where each statistical calculation
is done once for each week's data): '

1. The data cards are read and stored in central memory while a
check is made to verify that the number of corpora lutea is greater than
or equal to the number of implants, If any data fail this check, the run
is aborted and the data are returned for review. The entire set of input
daté is printed out, - .

2, The fertility index (the numbér of pregnant femglés divided by
the number of mated females) is calculated,

3. The chi-sguare test is done to compare each dosage level to the

control on fertility. Let:

no. of mated females at dose level 1,

LA
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no. of pregnant females at dose level 1.
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9 tables arce of the form:

and chi-squared (with ] degree of Ircedom) is:

(N_+N, )(ln (N -0 )-n, (N =0 )5-(N +N )/2)

R
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where lhe subseript o represents the control group.¥*

For each dosage group (including the control group and TEM),

..is printed out:

2
females (N MTD), the fertility index and X ,

4. Armitage's test for a 1

fert111ty index.

of "statistical Calculations”

State Uniyersity Press, 1967,

The formula for this cal

a 2 x 3 contingency table of the form:

dose 1 dose 2 dose 3
' n . t
! 2 M3
N_- N_- N, - T-t
17" 2 2 373
Column N N N T
Totals 1 2 3
. " . LE I . 2 2 ‘
Armitage's ''chi-sdquare’ 1is given as X(C—l)— Xl’ where C=3 and
2
—— 2 2 n 14
Xz ) T(TEnx - tINx) Xz ) T (EN T ),
- 2 2.7 -1)
17 Co oo Sy O £(T-t)

Fin alt test :, the si m,l e—dose Creatment groups
dose coplrol group and the-maltiple-dose Lreatme

multipboe-dos: control group.

row totals
oy s

are comparcd with the
nt proups compared with the

the number of pfegnant females (N PRG),

Using the notation of (3) above,

4

e

{corrected for
continuity)

the following

the number of mated

jnear trend in proportions is applied to the
enlation is found on pages 246-248

by - Snedecor and Cochran, Gth Edition, Iowa

singgle-
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for i , etc,, and the X, are
i

i=1 - . i=1 N,
i

the dosage lcvels.

This calculation 1s then ropeated with X replaced by log X. The Armitage

rd
test is also applied to the following 2 X 4 contingency table: e
Control dose 1 dose 2 dose 3
. o |
nO n, 0 5 )
N - N_- N - -
o o 1M STl Ny=ny

In this case, C=4.

The printout for the Armitage teats includes the degrees of freedom, the
pumber pregnant (N PRG) and the nupber mated (N MTD) for each of the 3 or 4
groups included in the tests, plus Xic—l)’ Xi and thgir difference
(labeled ARMTG CHISQ).

5.‘ The t-test is appliéd to determine significant differences between
the average number of implantations per pregnant female at a dose level,

and the average for the control. Let

n, = no. of pregnant females at dose level i,
- uij = total no. of implantatiods for pregnant female j of dose 1.
Then, ni
Y
n
i ge1 Y
n,
2 L - 2
CH ot (u,_—ui) .
A -1 ij
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The T-statistic {or dose 1 has n) + ni—2 degrees of freedom, and is_oqual to:
< . ze
a3 -
(o] 1
t =
i . ‘ .
+ 1/2
So Sl 1 1:ﬂ‘
T
n
n + n_ -2 0 ij
o 7
L. .

The ‘t-test printout gives, for each group: the number pregndﬁf-(N PRG) ,
the mean and standard deviation of the number of implantations. The
absolute value of T and the degreés of freedom (DF) are given for each

treatment group and for TEM.

6. A regression fit of the average number of implantations,ﬁi, is

made Zor both the arithmetic and logarithmie d?se(ii and log xi)to see
which is better. ' -

_ These two. fits include the data from the three treatment groups only.
A third regression using the Xi as independent variables includes data

from the three treatment erewps and the control group.

The regressions are computed as follows:

Let N = the number of observations, i.e., the total number of pregnant
females in the groups used in the regression.

X = the value of the independent variable (dose or log dose)
for the i-th female. - T

Ui;/ the value of the dependent variable (number of implantdtions)

for the i-th female.
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Then,
. ) 1 N
= X == I
. XBAR X § 5%
Sp X = standard deviation of the Xi
1/2
1 )
T N-1 88 !
N
where SS_ = z (x, -X)
X . i
i=1
1 N
UBAR =7 = = <~ U,
N . i
i=1
8D U = standard deviation of the Ui
'y 1/2 -
1
=.f—— 88
N-1 U !
N 2
where S8, = ¥ (U.-U) ,
U . i
i=1
N
] = X 4 - .
and XU i§1 ( L X)(Ui U)

From these .quantities, we compute:

~B = estimate of the slope of the regression line
= & _ /88
Xy’ TR
A = estimate of the intercept of the regression line

. - U - BX,

|
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Also,

VARU.X

O

it

variance of U about the regression line

Vi
- 2
85, (SXU,- /8

Sx

N-2

and from this is computed,

VARB

VARA =

VARUBAR

and

cV U.X

T™B =

DF =

variance of the estimate, B

VARU.X

variance of the estimate, A

VARU.X

il

coefficient of variation of U about X

(

the t-statistic for testing the hypothesis that th

S
S X

L
N ES)

variance of U,

VARU.X
N

2
VARU.X) >

U

. And finally we have:

slope is zero

B
Jﬁﬁhﬁ_

number of degreces of freedom for TB

N -

2

2

X

®x

-

{

e regression




7. The preimplantation loss, Vi is calculated for each pregnant
female, j, as tho pamber of corpora lutea, vij’ minus the numbér of
implantations, "jj' Then the Freeman-Tukey transformation is applied

to y, . as follows:
1) .

The t-test is then applied to the f's. Let

nv

- 1
f:;l]—Ef
* R 5

n

1 - 2
s = £ (£, -t ,

=1 ij i

where n_, and n are defined above (step 3).

Then _ti = -
2 1/2
S+
o Si 1 1.
.—...-.—-———-—-—4.—-—
n + n -2 {n n,.
e} i o] i

) The printout gives, for each group, the number of pregnant females
(N PRG), the mean and standard QEviatioq of the fij's. For each treatment
group and for TEM, the absolute value of ti (T),and its degrees of freedom
(DE} are given.

8. The number of dead implants, z , for each female, j, is the sum
1]
of the early and late deaths. Thg Freeman-Tukey transformation and the

subscquent t-test is applied to the dead implants for pregnant females

by rvpeatink step 7 above with zii‘suhﬁlilutud For yii;




9. The nugbor of pregnant females with one or more dead implants, m
is calculated. In *he printout, the,mi are referred to as N WDI (i.e,,
"number with dead implants"). _

10. The chi-saquare test and Armitage's test for a linear trend is

calculated for the proportien of pregnant females with one or more :

/
dead implants, : ‘ r
—_ mi
p, = %
n.
i
by repeating steps 3 and 4, above, with mi substituted for ni, and n,
substituted for'Ni.
In the printout, the ratic,p., is called the "death index', in
analogy with the fertility index.
11. The faﬁios, Py computed above, undergo a probit analysié
to determine whether the probit of this proportion is linearly related
to the log dose. Computer subroutine PROBT, from the IBM System/360
Scientific Subroutine Package Version ITI, is used to compute A and B
o
and the X~ statistic for the regression equation,
= A + B*log x
Pi .g 1
where P is derived by the program from
i
-5
/pi
N {0,1)dx = p,.
/ X i
-0
(Nx(o,}) is the normal curve, with a mean of O and a standard deviation
of 1),
12. The number of dead implants, Z 4 and the number ol total
implants, u__, are calculated for each pregnant female, j. The Freeman-Tukey

1}
transformation and subsequent t-test is applied to this data by

repeating step 7, abeve, as follows:
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i = S1n 3 i =
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by
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YT OR, Loty
i j=1 J
n
i _ 2
s, = Z (£, - 1))
j=1 ij i
T -1,
t, = ; = : " 1/2
So M Sl 1 1
» *thn
n + n. -2 o i
o i

13. T'ive cne-way analyses of varlance are performed on the control

groups' data. The five variables analyzed are:

a. Number df pregnant females,

b, Number of implantation; per pregnant female,

¢. The pre-implantation losg (as defined in Step 7) per pregnant
female,

d., The number of dead implants per pregnant female,

le. The ratio of dead 1ﬁp1ants fo the total implants per pregnant

female.

in view of the fact that none of the variables on which the one-way
analysis of variance have been performed is even approximately normal in
distribution, the probability levels assoc{;ted with these analyses of
variantes are necessarily approximate,

For case a., R equals 1 if female j assigned to male k became

pregnant; otherwise Rkj :éuals zero. For cases b, through e, the tabulation
is limitgd to dat? for‘pregnant females; t.e., Rkj equals the value of the
specified variable for female j assipned to male k if the female was pregnant;
fata for non-preghant females are excluded.

Eor case a,, Lk equa]s-thc number of females assigned to male k.
For casen b, through o, Lk cquals Uu- number of t‘lcmn]cﬁ assipgned to

male kK Lhot becase prognant.,
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For each of these variables the ANOVA calculations are as follows:

M is the number of males

Lk
R o= 2 5 :
kL - kj p
k Jj=1 / ;
M
R = 1 L R
M , k
=1 1

Then, the sum-oI-squares-within-males = SUMSQw

L

F o zk (R, - R )2
oz = B ’
k=1 j=1 ki kK

the degrees-of-freedom-within-males = DF
w

M
= z (L, -1),
=1 k
. -t
- SUMSQW
and the mean~-square~within~males = MEA‘NSQw = —5F
w
_ M _ . 2

Similarly, the sum-of-squares-between-males = SUMSQB = X Lk (Rk~ R) ,

the degrees-of-freedom-between-males = DFB = M-1,

‘ SUMSQ,
and the mean-square-between-males = MEANSQB = OF
MEANSQ . B
. ¢ mratio i e B
Finally, the F-ratio is F ,MEANSQW

In the printout, these quantities are labeled without the subscripts,
but the "within" and "between" quantities are identified by the page heading.

Also, the total-sum-of-squares = SUMSQ,, + SUMSQg

and its degrees-of-freedom
: M ' :

arce prinbed,

G




14. The t-test is applicd to -determine significant differeﬁcps
. peilween the average number of corpora lutea per pregnant female at a

dose level, and the average for the control. Let

n, = no, of pregnant females at dose level 1.
C'j = totzl no, of corpora lutea for pregnant female j'of
i
dose i.
Then, n
i
- 1
Ci = E— z Ci'
i j=1 J
n-
9 1
s. = L (c, -C.)
i i
j=1

The T-statistic for dose 1 has‘no+ n1—2 degrees of freedom, and is

equal to;
€-C¢C
o i
ti = ]
2 .. .2 1/2
+ 8
So i 1 1
R Y————— e ——— —+.—.
n + n -2 n n,
o i o i/}

The t-test printout gives, for each group: the. number pregnant
(N PRG), the mean and standard deviation of the number of corpor:z
iutea. The absolute value of T and the degrees of freedom (DF)

-

are given for each treatment group and for TEM.

11
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APPENDIX B

Raw Data and Statistical Analyses
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CONTENTS

O | 0
Jiem _

ll

2.
3'

6.

7.

B,

9.
10.
11.
12,
13,

14,

15.

16,

17,
18,

19,

20,

Raw Data
feek 1
Week 2
Week 3
Weclk 4
Week D
Weck 6
Week 7
Weck 8

Chi-square test of the Fertility Index

Armitage test for a Linear Trend in Proportions for
the Fertility Index — Dose Levels ‘ )

Armitage Test for a Linear Trend in Proportions for
the Fertility Index - Log of Dose Levels

Armitage Test for a Linear Trend in Proportions for
the Fertility Index — Dose Levels and Controls

T-Test nf number of Implantations

Regresqlon Fits of the Number, U, of Implantations
Dose and Log Dose -~ Control Exluded

Regression Fits of the Number, U, of Implantations
Dose - Control Group Included .

T™~Test of the (Transformed) Pre~Implantation Loses
T-Pest of the (Transformed) Number of Dead Implants
Chi-square Test of the Death Index

Armitage Test for a Linear Trend in Proportions for the
peath Index - Dose Levels

Armitage Test for a Linear Trend in Proportions for
the Death Index - Log of Dose Levels

Armitage Test for a Linear Trend in Proportions for
the Fertility Index - Dose Levels including Control

Probit Analysis of the Proportioné;of Females with one
or more Dead Implants

T-Test of the (transformed) Number of Dead Implants over
Total Implants

Control Group ANOVA for the Number of Pregnant Females

Control Group ANOVA for the Number of Implantations Per
Pregnant Females

Control Group ANOVA for the Pre-Implantation Loss per
Pregnant Female

Conﬁrol Group ANOVA for the Number of Dead Implanis
per Femnale ’ -

Control Group ANOVA for the Ratio of Dead Implants to
wotal Inplants per Female

9, . ™Test of the Number of Corpora Lutez in Plegnant Females

40

41

42
43

44

20
25
30 »

45 -

46
47
418

49
50
51
52

53
54

55

56

57

58
59
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DOMINANT LETHAL OENE STUDY OF COMPOUND 71=22
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DoMINANT LETHAL SENE STUDY OF COMPOUND 71-22 SOOIUM META-BISULFITE

TEST MALE FEMALE

IMPLANTS DEATHS DEATHS

MATFRIAL W®WEEK S/M DOSE NO, NO. PREG. L R L R L R
TEM22 1 S 0002 11 21 Y 4 2 ] 2 0 0
THU22 1 s 0002 11 22 Y T 7 1 G ] 2
TEMZ2 "1 S 0002 12 23 Y - 6 1 2 0 1
TEM22 1 S <0002 12 r.L Ty 8 3 .2 0 1 1
TEMZ2 1 S «0002 13 25 Y 6 6 0 0 0 0
TEM22 1 s «0002 13 26 Y 3 9 0 ¢ 0 3
TeM22 i S £ 0002 14 27 Y 3 S 1 2 0 0
TEMZ2 1 S «0002 14 28 Y 5 9 0 2 0 0
TEWR2 1 S o002 15 29 Y ) % Q0 Q 0 0
M3 2 1 S «DG02 15 3¢ Y 4 6 0 0 .1 1
TEMP2 1 S 0002 16 3l Y 8 ] H 2 0 0
TEM22 1 S «0002 16 32 Y T 4 2 3 0 0
TEM22 1 S +0002 17 33 Y 7 8 0 0 0 0
TEM22 1 S 0002 17 34 Y L] T 1 0 0 0
TEMP22 1 S «0002 18 35 Y 5 5 0 6 3 2
TEMZ2 1 S «0002 18 36 Y 2 o +0 ¢ 0 0
YEM22 1 S L0002 19 a7 Y 2 0 1 0 0 0
jEMZ2 1 5 0002 19 kl:] Y 2 1 2 [ 0
TEM22 1 5 20602 20 39 \ S 6 c 1 3 2
TEM22 1 S « 0002 ,20 40 Y L) 4 ¢ 0 & 3
cHTRLZ2E 1 M 0.,0000 1 1 Y 2 2 0 [ 0 [
CHTRLZ2 1 M D.0000 1 2 Y 5 1 0 1 0 0
CHTRLZ22 1 M 0.,0000 2 3 Y - 9 0 1] 0 0
CNTEL22 1 ] 00,0000 2 o N =0 ~0 -8 =0 =0 =0
CHTRL2Z i M 0.00C00 3 5 Y 9 [ 0 0 1 0
CNTRL22 1 M 0.0000 3 6 Y 5 7 0 o 0 0
CNTRL22 1 M 0,0000 L) T Y 6 T 0 0 1 2
CHNTRL22 1 M 0.0000 '3 8 Y 6 5 0 0 0 0
CNTRLZ22 1 L] 0.,0000 5 9 Y 5 9 0 0 '] 0
CNTRLZ22 1 M 0.0000 5 10 Y 3 7 1 "0 o O
CNTRL22 1 L 0.0000 6 11 Y L) 7 0 0 ¢ 0
CNTRL22 1 M 0.,0000 6 i2 N =) =0 = =0 =0 <0
CNTRLZ2 1 M 0,0000 7 13 Y 9 3 0 0 0 0
CNTRLZ22 1 M 0.0000 7 14 Y 6 7 0 0 0 0
CNTRLZ2 ] M 09,0000 8 15 Y T 6 0 1 0 0
CNTRL2Z 1 M 0.0000 ) 16 Y 8 6 0 0 0 0
CLHTRLZ22 1 M 0.0000 9 17 Y 6 b ¢ 0 0 ¢
CNTRLZ2Z 1 M 60,0000 9 18 Y L] 7 0 0 1] 1
CNTRL22 1 M 0,000¢ 10 19 Y 5 7 0 0 0 0
{NTRL22 1 M 0,0000 10 20 Y 5 7 0 0 0 1

PAGE

EARLY LATE  CORPORA

LUTEA

CUANOODNOO,FrFBACCVOONGE VNS DW

-

L

PN ODO~SNIN AR WDRO ~P

[ [

-
FONNDBPTCSPROI L~~~ 0

-

~O~NPOCPNWECONDAXPL,rOOVEF S ~Nuw

3

v

——n
PR




s b R it g il TRk S LSy R

’ . L]

DOMINANT LETHAL GENE STuDY OF COMPOUND 71-22 SODIUM META=BISULFIYE PAGE &
EARLY LATE COAPCORA

TE5T MALE FEMALE [HPLANTS DEATHS DEATHS  LUTEA
WATERIAL WEEK S/M DOSE  NO» NO., PREG. L R L R L R L R
71-22 1 M .0300 11 21 Y 2 [y 0 0 0 8 7
71=22- i " L6300 11 22 Y P s ¢ 0 0 6 &
71-22 1 M L0300 12 23 Y T8 1 o 3 2 T 1
7122 1 ) L0300 12 24 Y 7 6 ¢ o 3 2 7T &
71-22. 1 M L0300 13 .25 Y 5 7 o o0 1 0 5 7
71-22 1 " L0300 13 26 Y 4 0 o 0 0 0 . &
71=72 1 M L0300 14 27 Y o 7 o 0 ©o 0 5 1
T1-22 1 M ,0300 14 28 Y 7 & o 1 o 0 7 4
71=22 1 M L0300 15 29 Y 9 5 o o0 1 O 9 5
11-22 1 M ,c300 15 30 Y 8 3 0o- 1 1 0 B8 4
71-22 1 M L0300 16 31 Y 6 & o 1 1 1 3 9
71-22 1 M L0300 16 32 Y 11 ¢ o0 o o 11 8
11-22 1 M L0300 17 33 Y 7T & o © o 0 10 &
7i=22 1 ] .0300 17 s Y &« 6 ¢ o o0 2 5 9
T1-22 1 M ,0300 18 15 N g -0 =0 =0 =0 -0 =0 =0
T1-22 1 M .0300 18 36 ¥ a' 9 1 1 o © 6 10
71~22 1 M L0360 19 a7 Y 5 S o o @2 2 & 5
T1=22 1 M L0300 19 38 ¥ 7 & i 2 & 0 )
71-~22 1 M L0360 20 39 N wg =0 =0 =0 =0 -0 =0 -0
T1-22 1 M .0300 20 40 Y T 6 0o 0 1 0 Y 6
71-22 1. M L7000 21 4 ' g 6 o o 1 0 8 6
71-22 1 M ,7000 21 42 Y 2 8 o o0 ©0 0 . 9
Ti-22 1 M L7000 22 43 Y 8 7 ¢ o0 0 0 8 7
71-22 1 M L7000 22 . N wp <0 =0 =0 =0 <=0 =0 =0
11=22 1 M ,7000 23 45 Y & 9 ¢ 0 0 0 « 9
11-22 1 ] L1000 23 46 N e =0 =0 <=0 =0 =0 =0 =0
71-22 1 M .7000 24 &7 ¥ 9 7 ¢ o0 0 0 9 7
71-22 1 N ,7000 24 48 N g =0 =0 =0 =0 =0 -0 <0
71-22 1 M ,7000 . 25 49 Y 10 & e 0 0 0 10 &
T1-22 1 M ,7000 25 50 N g =0 =0 =0 =@ =0 -0 <0
71-22 1 m L7000 26 5} Y s 7 o 0 0 O 6 7
71-22 1 M ,7000 26 52 Y 6 6 o o o0 0O T 6
71-22 1 M ,7000 27 53 Y 6 6 o o 0 1 6 &
71-22 1 M ,7000 27 54 Y 8 7 o © o0 0 8 7
7122 1 ] ,7000 28 5% Y 1 S o o0 0 0 6 5
71-22 1 ] ,7000 28 56 Y & 9 o 06 0 O ¢ 9
71-22 1 M ,7000 29 57 Y S | 9 0 0 0 s 8
71=-22 1 ] ,7000 29 58 Y 1 0 ¢ 0 o O 6 6
71~22 1 M .7000 30 59 N g w0 =0 =0 =0 =0 =0 =0
T1-22 1 N N 0 <0 =0 =0 =0 -0 =0 <0

.7000 30 &0

P e FIPPYV NEUR ot APTRr S DL e TR SIS PRSI e

e AT BTN ey, T T T



AR . . R P C i e e mdedeseae s dm vmie By ke ey 17 R A LT gt b Lahinde B

Y
soMInNaNT LETHAL GEWE STUDY OF COMPQUND 7122 SODIUM META-BISULFITE Paaf 3
EARLY LATE CORPORA

TEST - “MALE FEMALE IMPLANTS DIATHS DEATRS LUTES
MATFRIAL WEEXK S/M DOSE NO s NO . PREG L R 4 R L R L R
T1=22 1- M 1.2000 31 61 4 7 -] 0 0 . 0 1 S
T1=22 1 M 1,2000 31 62 Y & 5 0 0 ¢ 0 -] S
T1=22 1 M 1,2000 32 63 Y 8 3 1] 0 9 4] 8 3
T1=-22 1 M 1.2000 32 .13 ¥ 4 9 ¢ 0 '] 0 L 9
Ti=22 1 M - l.2000 233 -1 Y 9 .} 0 0 2 2 g B
T1=22 1 M 1.2000 33 66 N =) =0 =) =0 =0 D = =0
Tiw22 1 M 1.2000 34 67 Y 7 & 1] 0 0 9 8 [
T1-22 1 M 1.2000 34 68 Y 6 T 0 0 0 0 7 7
Ti=22 1 M 1,2000 3% 69 Y 9 6 0 0 1 0 5 7
T1e22 1 M 1.2000 35 T0 Y 5 9 1 0 0 1] 6 12
Ti=22 1 - M 1.2000 36 T1 Y & 11 b ) [ 1 & i2
7122 1 M 1,2000 36 T2 N ‘=3 =0 w0 =0 =0 =0 -0 =0
T1=22 H M 1.2000 37 73 Y '1° 7 0 0 4] 1 S 9
T1=22 1 M 1.2000 37 Th Y 8 8 1 Q ¢ 0 a 12
T71=-22 1 M 1.,2000 38 75 Y 3 2 1 0 ¢ [1] 9 5
T1-22 1. .M 1,2000 38 T8 Y 1¢ & 9 1 0 ¢ 10 ()
T1=-22 1l M 1.2000 39 7T Y 3 8 0 0 1 0 3 g
T1=22 1 M '1l.2000 39 18 Y -] 6 0 0 0 Q 5 ?
Tl=22 1 M 1,2000 &0 19 Y & S 1 ¢ 0 4} T 5
Ti=22 1 L] 1.,2000 40 80 Y 7 .} G 1] ¢ 0 7 .3
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J04INANT LETHAL GEME STUDY OF COMPOUND T1-22
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DOMINANT LETHAL GENE STUDY OF COMPOUND 7i-22

TEST
HATERIAL

T1=22
T1=22
T1-22
71-22
Tl=22
T1-22
Ty=-22
Tie=22
Tiw22
T1=22
T1=-22
T1-22
T1-22
T1-22
T1=22
T1eg2
T1=22
T1-22
T1=22
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7Ti=22
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71=22
T1=22
T1=-22
Ti=22
Ti=22
T1=22
Ti-22
T1=22
T1=22
Ti=22
T1=22
T1=-22
T1e22
T1=22

NNNNNRRNNNNNNNNNNRNNNNNY RN NNNNNNNNNONNNNNNND N

2\

VDALV NNNVLABNOVVNINY GUUBAVLORREVOOOBY VNG
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DOMINANT LETHAL GENE STUDY OF COMPOUND T}=-22 SODIUM META-BISULFITE PAGE & .
EARLY LATE CORPORA

TEST ) MALE FEMALE IMPLANTS DEATHS DEATHS LUTER
MATERIAL WEEK S/M DOSE  NO. NO, PREG, L R L R L R L R
TEM22 2 s «0002 11 21 Y 1 s o' 0 1 S 7T 7
“TEM22 2 s 20002 11 22 ¥ 37 3 6 0 0 3 7
TEM22 2 S .0002 12 23 ¥ 3 4 2 3 o o0 6 6
TEMP2 K4 S 0002 12 4 Y L) [ [ 1 1] [ T &
TEMZ2 2 s L0002 13 25 ¥ 4 8 4 8 5 o0 4 8
TEMZ2 2 S L0002 13 26 Y I & 1 & o0 0 1 10
TEM22 2 S L0002 14 27 ¥ 12 0 o0 1 2 12 4
-TEM2Z 2 s 20002 14 28 ¥ 36 1 &4 1 5 7
TEM22 2 ES 0002 15 29 Y T 0 ¢ 0 0 0 1 9 i:,
TEM22 2 S L0002 15 ap Y 6 & &6 3 0 0 5 4
TeMe2 2 S 0002 16 31 ¥ 5 6 5 4 0 0 & 6
TEMZ2 2 S L0002 16 32 A\ 5 S 2 5 2 o T 5
TEMZ2 2 s Qo022 17 33 Y 3 5 2 3 i} 1 [ 9
TEMZ2 2 s L0002 17 34 Y T e 2 6 & 3 T e
TEM22 2 s 20002 18 35 N ¢ 4 0 & 9 0 6 7
TEMR2 2 s +0002 18 6 Y 2 7 2 T o o 5 7
TEMZ2 2 S L0002 19 37 Y 5 3 4 3 9 0 5 & :
TEMZ2 F4 5 0002 19 38 ¥ 10 o 2 1 0 4 5
TEM22 4 ] 0002 2¢ © 39 Y & [ & & 1] 1] & T 3
TEM22 Z s «0002 20 40 Y L 4 & & 0 g 7 & ’
CNTRL 22 2 M G,0000 1 1 v 6 8 o o0 o o 6 8 ;
CNTRL22 2 Mo 0.p000 1 2 ¥ 9 4 o o 0 0 ¥ & .
CNTRL22 2 ¥ 0D.0000 2 3 ¥ 3 3 0- ¢ 0o 0 g 3 °
CNTRL22 2 M. 0,0000 2 4 Y 7 s o 1 1 1 ? 3 ¢
CNTRL22 2 M 0,0000 3 S ¥ 5 6 ¢ o o0 o 5 6
CNTRLZ22 2 M 0.0000 3 6 Y ] ] o 1] ] Q T 6
CNTRLZZ - K4 M 0.0000 4 T Y ] 5 1] 0 .1 1] .} 5
CNTRL22 2 M 00,0000 & 8 Y 5 8 2 0 0 0 5 8
CNTRL22 2 M 00,0000 S g Y 5 8 ¢ 0 0 0 5 8
ONTRLZZ 2 M 0.0000 5 10 Y g8 0 o o 1 o0 ¢ 2 ;:)
CNTRLR22 2 M 00,0000 6 11 Y 11 3 ¢ 0o o0 o0 13 3
CNTRLZ22 2 M 00,0000 6 12 Y 6 8 ¢ 0 2 3 6 8
CNTRIL22 2 M 0,0000 7 13 Y 5 10 ¢ 6 0 o0 5 10
CNTRL22 2 M 0,p000 7 14 ¥ 4. 1o 6o 1 0o 0 4 10
CNTRL22 2 M 0,0000 8 15 Y 2 9 0 ¢ o 0 3 9
CNTRL22 F] M 0,0000 8 16 Y 5 7 o o0 2 3 5 7
CNTRL22 2 M  0,0000 9 17 Y 2 6 0o 2 0 0 3 6
CNTRL2Z: 2 M 0.0000 ) 18 Y 7 ] 0 0 ¢ 0 7 6
CNTRL22 2 #  0,0000 10 19 Y a & 2 0 0 0 g8 8
CNTRL22 2 M 0,0000 10 20 Y 6 8 o 0 0 o 6 8




=

DOMINANT LETHAL GENE STUDY OF COMPOUND T1=22 S500IUM META=-BISULFITE PAGE 9
EARLY LATE CORPORA

3
SRR L G et

TEsT MALE FEMALE IMPLANTS DEATHS DEATHS LUTE A E
MATERIAL WEEK S/M  DOsE NO, ND, PREG. L R L R L 2 L R §
. \ . !
CTi=22 2 M 0300 11 21 Y 5 8 4] 0 0 0 5 8 i
T1-22 2 " 20300 11 ee Y 7 7 1 0 0 0 B 7 N g
T1=-22 2 M 0300 12 23 N -0 =0 -0 «0 «0 <0 -0 =0
T1=-22 F4 " 20300 12 24 Y 19 2 1 0 0 9 12 3 <
7122 2 M «0300 13 25 Y 9 5 0 0 2 0 9 & 0
7172 2 M 0300 13 26 Y £ 7 2 0 1] ) 5 8 :
Ti-22 4 M «0300 14 27 Y 8 6 0 o 0 g 8 6 :
T1=-22 2 M «5300 14 28 Y 'Y 9 0 0 e 0 4 g :
7122 2 M «0300 15 29 \ o 5 o 5 0o 0 6 5 3
Ti=22 2 M «0300 15 30 Y 6 7 2 2 9o 1 6 7 :
‘Ti=-22 2 M «0300 16 31 Y [} .} 0 [+] 1] Q ? T ;
Ti=-22 F'4 M «0300 16 32 Y 6 ) ¢ -1 0 0 ? 6
71-22 2 M «0300 17 33 Y 7 5 0 ¢ 0 0 9 8 i
T1=22? 2 M «0300 17 34 Y 6 5 0 e .0 0 7 5 3
T1=22 2 L] +0300 18 35 Y 9 3 34 0 0 0 10 4 H
Ti=22 2 M «0300 18 36 Y 10 2 0 1] 0 1] 18 4
T1-22 2 M «0300 19 37 Y 5 5 2 2 1 1 6 &
Ti-22 2 M 20300 19 . 38 Y 10 5 0 0 0 0 11 S :
T1=22 K- M +0300 20 g Y & 5 0 0 0 0 6 5
T1=22 2 M +030C 20 40 Y + 8 4 e 2 0 0 8 L] :
Ti-22 2 H <7000 21 41 Y e g 0 [} 0 0 39 9 ‘ :
Ti=22 2 M « 7000 21 N Y- Y 4 [ [+ 0 0 & 6 . i
Ti=22 2 M «7000 22 43 Y k| 8 '} 0 1] 1 '3 8 L] 3
Ti-22 2 M «7000 22 44 Y 10 2 4] 0 0 [ il e
Ti=22 2 M «7000 23 45 Y 2 10 0 0 0 0 3 10
Ti=-22 el M 27000 23 46 Y 6 & 0 0 4] 0 .1 7
Ti=22 2 M 7000 24 47 Y 6 S 0 0 ] 0 6 5
Ti=22 2 M #7000 24 48 Y 6 6 2 0 o 0 7 ) ?
Ti=22 2 M « 7000 25 A9 Y a8 4 1 0 0 a -] 5 'i:) :
Tl=22 F M « 7000 25 50 Y 4 T +] 0 1] H L4 8 i §
T1-22 4 M « 7000 26 Si Y 8 -3 1] 0 [ 0 8 L] 3
11-22 2 M «7000 26 52 Y 7 8 0 0 G ] 7 8 ;
Tl=22 2 M L7000 27 S3 Y T. 5 2 1 0 0 7 & i
T1=22 2 M «T000 27 54 Y 8 3 Q 1] 0 0 9 5 H
71-22 2 M 27000 2B S5 ¥ 5 6 0 0 0 ] 5 &
Ti=22 2 M «7000 28 56 N -0 =0 ) =0 =0 =0 »
T1=22 2 M «T000 29 57 Y 5 9 1] 1 0 ¢ 5 11
T1=22 2 M « 7000 29 . 58 Y 0 3 Q 1] 0 0 7 [ :
71=-22 2 N «7000 30 59 Y 5 8 0 0 0 0 6 8
Ti=22 2 M «7000 30 60 N =0 ~0 =0 =0 =0 0 =3 =0
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DOMINANT LETHAL GENE STUDY OF COMPOUND T1-22

TEST
MATERIAL

71=-22
T1-22
71-22
Ti=22
71=-22
71=22
T1=22
T1=-22
Ti=22
T1=-22
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-22
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MaTFRIAL
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CNTARLZ2Z

CNTRLZ2
CNTRL22
CNTRLZ22
CNTaLZE
THTRLZ2Z
CNTRLZZ
CNTRLZ22
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DOMINANT LETHAL GENE STUDY OF COMPOUND T71-22
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MATFRIAL

Tt-22
71-22
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1.2000
1.2000
1.2000
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1.2000

>-1.2000

1.,2000
1,2000
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1.2000
1,2000
1.2000
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47
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NO.

NO o

61

-1+

63
-1
65
66
67
68
69
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71
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L R L ]
] 9 B 3
0 0 7 s
) ¢ 4 8
) 0 g H
0 [+ 3 3
0 0 9 5
1 4} 9 &
i3 1] 8 8
1] 0 8 5
[¢] i 2] L]
0 1 1 13
1 0 7 5
2 1 2 11

=) =0 =0 =D
0 1 8 4
1 0 8 5
1 o 3 7
] 0 8 5
0 ] 8 5

=0 =0 =0 =0
] 0 . 8
2 2 6 7
1] 0 S B8
0 0 3 9
0 V] B 7
1 0 & 8

0 o 7 6

-} =0 - =0
[} 2 7 5
] 0 & 5
[} 0 8 6
1] 0 5 ]
0 2 T &
0 1 6 8
0 0 7 &
v} 0 & -]
0 2 2] 7
0 0 3 8
] 0 6 7
0 0 8 S




DOM!Q&NT LETHAL GENE STUDY OF COMPDUND 71-22 SOQIUM META-BISULFITE PAGE 13

: . EARLY LATE CORPORA
TEST MALE FEMALE IMPLANTS DEATHS DEATHS  LUTES

MATFRIAL WEEK S/M  DOSE ND, ND . PREG. L ] L R L R L R
TEM22 3\ S 0002 11} 21 Y 1 2 o 2 o0 0 2 5
TFM22 3 S «0002 11 22 Y 6 1 5 k] ] 0 7 )
TEM22 3 s 0002 12 23 Y 5 [ 2 2 0 ] 7 5
TEMZ2? 3 3 «0002 12 24 Y [ 5 5 5 0 0 A 5
TEMZ2 3 s 0002 13 25 Y 2 10 1 7 H 1 2 11
TEM22 3 s 00062 13 26 Y s 4 9 0 b % 6 8
TFMp2 3 S 0002 14 27 Y 4 7 0 0 4 [ 5 7
TEM22 3 S 0002 14 28 Y 0 S H S 0 0 i 12
TEM22 3 S «0002 15 29 Y [ 5 ] 0 ) 0 7 )
TEM22 3 S «0002 15 30 Y 3 4 7 3 0 1 9 6
TEM2?2 3 S «0002 16 3 Y 3 4 ] 0 2 -3 5 &
TEY22 3 s «0002 16 32 Y 6 3 5 2 0 ] 7 4
TFM22 3 5 +0002 17 33 Y 7 2 & 2 | ] 9 3
TEM22 3 S 0002 17 34 Y S S . 5 4 0 0 a &
TEM22 3 S +0002 18 35 Y 1 5 0 0 1 4 6 T
TEMP2 3 5 0002 18 36 Y 5 s & 5 ] 0 5 &
TEM2? 3 S «0002 1% Kk Y () 4 | 0 ] 0 8 5
FEM22 3 3 «N00Z2 19 3B Y 2 2 ] ¢ 2 4 10 3
TEMZ? 3 s «0002 20 3% Y 6 k| 0 0 5 3 9 6
TEM2?2 3 S «0002 20 40 ¥ L2l ? 1 0 0 6 7
CNTRL 22 3 M C.0000 1 1 Y 6 T 0 0 0 1] &, 7
CNTRL22Z 3 M 00,0000 1 o2 ¥ 9 3 g 0 0 [ T |
CNTRL22 3 M G.0v00 2 3 Y 7 5 0 o 0 0 7 5
CNTRLZ22 3 M ' 00,0000 2 4 Y 9 4 0 1 0 ] 9 [
CNTRLZZ 3 M Q.0U00 3 5 Y . 12 0 0 1 ¢ & 12
cNTeL22 3 M 0.,0000 3 [ Y 4 a8 0 o 1) 0 4 ]
CNTRL22 L3 M 0.0000 4 7 Y 8 7 0 0 3 ] B 7
CNTRLZ22 3 | G.0000 4 8 Y & 5 ) ) 0 0. 6 5
CNTRL22 3 ™ 00,0000 ) 9 Y [ & 0 0 0 2 4 6
CNTRLZ22 3 M . 0,0000 5 10 Y 3 9 ] 0 0 0 5 9
CNTRL22 3 M 0.0000 6 11 Y 5 9 0 ] 0 4 s 9
CNTRL22 3 M 0,0000 6 12 Y 5 7 ] 0 1 2 5 ]
CNTRLZ22 3 M 0.0000 7 13 Y 2 8 0 ) 1] 0 2 8
CNTRL22 3 M 0.0uU00 7 14 Y 6 " & 1] 0 0 0 6 o
CNTRLZ2?2 3 M 0.0000 8 15 Y 6 4 0 0 0 0 T 4
CNTRLZ2Z 3 M 0.0U00 B 16 Y ) 4 3 2 1 1 7 4
CNTaL22 3 M Qe0000 9 17 Y 3 9 0 0 1 0 3 11
CNTRLZ2 3 M 0.,0000 9 18 Y 9 4 [ 0 ] 0 10 4
CNTRL2Z 3 M 0.,0000 10 19 Y 6 5 0 0 1 ] g &
CNTRL22 3 M 0.0000 10 29 Y a 3 I 0 ] 0 .1 5

b it B Ll < e e v 1 e L -



DOMINANT LETHAL GENE STUDY OF COMPOUND T1e22

TFSY
MATERIAL

=22
Tl=22
71=22
71-22
Ti=22
T1-22
Ti=-22
71=-22
Ti-22
T1=22
Tl=22
T1=22
T1=22
T1=22
Ti=22
Ti=72
T1-22
Ti=22
T1-22
T1=22

T1-22
T1=22
71-22
71-22
T1-22
71422
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71-22
Ti-22
71-22
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71-72
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7122
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DOMINANT LETHAL GENE STUDY OF COMPOUND Ti=22

TEST
MATERIAL

71-22
T1=22
71-22
71-22
71-22
T1-22
11-22
71-22
T1~22
7122
T1-22
T1-22
7122
71-22
71-22
IAREY-
71-22
T1=22
71-22
T1-22

Wl W W W W W W W

\ﬂSEK S/M
M
]
M
M
M
v
]
M
L]
M
M
M
M
M
M
M
M
M
M
L]

00sE

1.2000
1.2000
1.2000
1.2000
1.2000
1.,2000
1,2000
1.2000
1.2000
1.,2000
1,2000
1,2000
1.,2000
1.2000
1,2000
1.,2000
1.2000
1.2000
1,2000
1,2000

MALE

MQ-
31

31
32
32
a3
33
34
34
35
35
k1.
36
37
37
38
38
39

39.

40
40

FEMALE

NO .

61
62
&3
64
65
66
67
68
69
70
14!
72
73
To
75
76
77
78
79
80

PREG,

R

S0DIUM META«BISULFITE

IMPLANTS
L R
7 4
2 3
2 S
8 5
5 T
& &
-] 7
7 5
5 T
3 4
7 -]
& 7
7T 3
3 8
3 6
6 8
2 1o
& 6
- 7
6 T

1]

EARLY
DEATHS
L ]
[\ 0
0 0
0 0
H 0
0 0
o 0
1 ¢
0 ¢
Y 0
0 1
0 0
X o
0 0
0 0
¢ 0
Y 9
0 0
o 0
0 o
¢ 0

LATE
DEATHS
L R
)

0

)

0

]

0

0

g

0

0

1

0

0

0

0

Y

0

o

0.
6"

DOONNNCCOO=OOoOQWD2OODI0O0O

RPAGE 1%

CORPOHA
LUTEA

L

COVRLDFWDVIN NN ODOWEU P -~

x

pas

s
NN P T NEFOTPEIROENN@DE S

s Rt s e ea et W et 2

ol BB on e 7

RPN

BB 1 e e g e



DOMINANT LETHAL GENE STUDY- OF COMPOUND 71-22

TEST
MATFRIAL

gNTRL22
CNTRLPZ2
CNTRLZ22
ENTRL22
CNTRL 22
CNTRLZZ
CNTRL22
CNTRL22
cCMTRLEZZ

CNTRLZ2Z -

CMTRLZZ
CNTRL22
CNTRLZ22
ENTRLZ22
CNTRLZ22
CNTRLZ2
CNTRLZZ
CNTRLZ22
CNTRLZ2
CNTRLZ2Z

T1-22
71=22
T1-22
Ti=22
Ti=22
Ti-22
T1-22
71-22
Ti-22
T1=22
Tl=22
71-22
T1=22
Ti=22
T1=22
T1=-22
7122
T1-22
T1-22
Tl-22

wEEK
\
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DOMINANT LETHAL GENE STUDY OF COMPOUND T}=22 S00IUM META-BISULFITE PAGE 17

EARLY LATE CORPONA

TFgT MALE FFMALE IMPLANTS DEATHS DEATHS LUTE S
MATERIAL #EEri S/M  DOSE NO, NO PREG . L ] L R L R L R
T1=22 I 5 L7000 31 6l Y 3 8 ] 0 ] ] 4 10
T1-22 4 S «7000 31 62 . ¥ H 8 2 1] ) 0 7 8
71=-22 4 5 7000 32 63 Y 3 7 ¢ 0 ) o 3 a
ARYY. 4 5 £TUOO 32 B4 Y 7 4 1 () o ] B8 5
71-22 4 S LTO00 33 65 Y 3 9 o ] ] ] 5 9
7T1=22 4 5 LTU00 33 66 Y 19 4 1 0 0 0 11 5
Ti-22 4 S L7000 34 67 Y 4 & 1 2 0 i} 4 T
7122 4 3 «7000 34 68 Y 2 10 0 0 0 o 2 1l
T1=-22 4 S L7000 35 69 v 8 & 1 0 | 2 8 4
Ti=22 4 S «7000 35 70 ¥ b 6 0 0 0 o -7 7
Ti=22 4 3 «7000 36 71 Y & 5 0 0 0 ] 6 5
71-22 4 S «T000 36 72 Y 8 2 0 0 ] 0 8 2
Ty-22 4 ] «7000 37 73 Y 6 & 0 0 e 0 [ 7
71-22 4 § «7000 37 74 Y 6 B ] 1 0 0 6 8
T1-22 4 s «7000 38 75 Y 8 [ 1 ] 0 0 8 5
71-22 4 s L7000 38 76 Y & 8 0 1} 0 0 10 19
7122 4 S «TUO0D 39 17 Y 7S 1 2 0 0 7 5
T1=-22 4 S 7000 3% - 18 Y 6 6 0 ] ] 0 6 6
T1-72 4 ) «7000 40 19 Y , 7T 8 0 0 ¢ 0. 7 E}
71=22 4 5 »T7000 40 80 ¥ Cl 0 1 ) 0 ] 5 7
T1=22 4 s 1,2000 41 H ¥ 7 & . 9 ¢ 0 6. 9 5
71=27 4 5 1,2000 41 ‘82 Y 4 7 o .0 0 0 4 7
71=-22 4 S . 1.,2000 +2 83 Y ] & 6 2 2 0 9 &
71=22 4 S 1,2000 42 84 Y 3 19 0 0 /] 0 4 10
7i-22 4 5 1.2000 43 85 Y 4 1 0 0 0 0 5 ]
T1=22 4 5 1.2000 43 B4 ¥ 4 7 0 0o @t 0 & 9
T1~22 4 5 1,2000 44 87 Y 7 2 0 0 0 0 7 7
T1-22 4 5 1,2000 44 88 Y 8 6 0 0 ¢ 0 ? 6
Ti=22 4 S 1.2000 45 89 Y 7 2 0 0 1 ] 8 5
T1=22 4 S 71,2000 45 90 Y 6 7 ] 1 ) 2 ? 7
T1=-22 & 5 1.2000 46 91 Y 6 6 ] 9 2 2 ) 7
T1-22 & 5 12000 46 92 Y 5 a 0 0 0 0 5 9
T1=22 4 S 1,2000 &7 93 Y 1 .2 0 V] 0 (i} 7 5
T1-22 4 5 1,2000 &7 94 ¥ 2 1 0 0 0 0 ? 8
T1=-22 4 5 1,2000 &8 . 3% Y 7 & 0 0 3 0 7 4
Ti=22 'Y 5 1.2000 48 96 Y 7 6 0 0 ] 0 T 7
Ti-22 4 5 1.2000 49 97 Y ® 7 0 n 1 0 ? 10
71=22 4 s 1.7000 49 - 98 Y 6 ? | 0 0 0 & T
71-22 4 5 1,2000 SO 99 Y 3 9 1 1 0 1 3 9
T1-22 4 s 1,2000 S0 100 Y T 4 3 1 0 ] 16 &

e s



DOMINANT LETAAL GENE STUDY OF COMPOUND 71-22 SODIUM META-BISULFITE PaGk 18

EARLY LATE CORPORA

TERT MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA ’
MATERIAL AEEK S/M  DOSE NQ . N0, PREG, L R L R L a L R :
: \ . |
TEM22 4 s 20002 11 21 Y 3 3 1 o 0 5 17 i
TFma? 4 S 0002 11 22 b 1 2 ¢ 0 0 0 3 a8 !
TEM22 4 ] 0002 12 23 Y 2 2 3 2 0 o ¢ 3 ;
TEMZ? 4 3 ~0002 12 24 N -0 =0 =0 =0 =0 =0 -0 -0
TFM22 4 g L0002 13 25 Y - 7 2 7 0 0 4 7
TEM2? 4 3 «G002 13 26 Y 1 2 1 2 0 0 4 9
_TE4g? 4 S £0002 14 27 Y 2 2 2 2 0 0 8 5
TEMP2 4 s 0002 16 28 N -3 =0 0 =0 =0 =0 -0 0 ti:)
TEM22 4 s .0022 15 29 ¥ 5 3 5 3 0 0 5 12
TEH22 4 5 L0002 15 30 Y 5 3 5 3 0 0 5 7
TEMP? 4 5 L0002 16 31 Y 1 2 1 2 o 0 il 19
TEMP2 4 s «2002 16 32 i g 2 2 2 ] 0 8 6
TEMP2 4 s 2002 17 33 Y ¥} 2 0 ] 3 2 7 7
TEM2Z 4 S 0002 17 36 ¥ 3 3. 3 3 ¢ 8 5
TEM2R 4 3 0002 18 35 Y 1 3 1 3 0 0 5 7
TEu2? 4 s L0002 18 36 N =0 =0 =0 =0 w0 =G -0 =0
FEMZ22 4 s 0002 19 37 Y 3 2 0 0 3 2 g2 14
TEMZ2 4 5 w0002 19 . 38 Y 1 6 1 0 0 o T 5
TEM22 4 ] WoG02 20 39 N -0 -0 =0 =0 =0 =0 -0 =0 f
TEM22 4 < £ 0002 20 40 Y LI | [ 1 4 i} 0 4 7 :
cNTRLR22 4 M 0,0000 1 1 ¥ 9 5. 0 0 0 6 9. s :
cNTRL22 4 M 0,0000 1 2 Y 5 8 a_ 0 1 0 9 8 . ;
CNTRL22 4 M, 0.0000 2 3 Y T s 1 0 o0 1 T e ) :
CNTnLZ22 4 L] 0.0000 2 4 Y 11 - 0 g 0 0 1l & }
CNTRLZ22 4 M 0,0000 3 5 Y g 3 0 0 0 o 8 3 :
ENTRL22 4 M 06,6000 3 6 ¥ 8 4 0 ] o ] 8 5 i
CNTRL22 4 M 0.c000 4 1 Y 7 7 0 ¢ 0 o 7 B
CMNTRLPZ 4 M 0,0000 4 8 Y 5 8 0 1 0 o 5 8
CNTRL22 4 M 0,0000 5 9 Y 5 5 0 0 o0 o0 6 5 W::’
.CNTRL2Z 'y M . 0.0000 S 10 Y s 7 ) 0 0 1 5 9
CNTRL22 4 M 0.,0000 & 11 ¥ 6 ] 0 0 0 0 7 8
CNTRLEZ Y M 0.0000 ] 12 Y 8 5 0 ¢ 0 0 [} 5 :
CNTRL22 4 M 0,0000 7 13 ¥ 16 & ¢ 0 0o 0 10 & §
CNTRL22 4 M ¢.0000 7 14 Y 4 10 0 3 o ] 4 10 i
CNTRIL22 4 M 0.0000 ] 15 Y 5 & 0 0 0 0 5 6 :
CNTRL22 4 ] 0.0000 8 16 Y 3 10 0 0 0 0 3 2 :
CNTRL22. 4 M §,0000 9 17 Y 5 9 0 0 0 0 5 9 :
CNTRL22 4 M n,0000 9 18 Y 2 9 [V 0 2 2 9 .
CNTRL22 4 M 0,006 10 19 ¥ 3 7 0 1 0 0 3 7 i
ENTRL22 4 M 0,0000 10 20 \i 9 1 0 0 1 0 9 2



DOMINANT LETHAL GENE STUDY OF COMPOUND 71-22 SODIUM META-BISULFITE PasL 19
| ' EARLY  LATE  CORPORA

TFsT MALE FEMALE IMPLANTS DEATHS DEATHS LUTER
MATFRTAL WEEK S/M DOSE  NO. ND, PREG. L R Loa R L R
5
T1=22 4 M +0300 11 21 Y T9 0 0 0 e B 9
71=27 4 M «0300 11 22 Y 5 6 1 3 1 0 5 s
Tiw22 4 M L0300 12 23 ¥ 10 [ 0 0 5 2 10 4
71-22 4 M L0300 12 24 Y 5 7 0 0 0 0 5 T
T1=72 4 M f0300 13 25 Y S 5 1 0 9 ¢ 5 b
Ti=-22 4 M +0300 13 Fd-3 Y 7 & g - 0 0" 1 T S .
T1=22 4 M £0300 14 27 ¥ 3 10 0 o o 0 e
7T1=22 4 .M «0300 14 28 Y 6 T 1 0 0 0 5 7 f:)
T1=22 4 M <0300 15 29 Y 6 7 0 0 1 0 6 7 -
Tr-22 4 M «0300 15 30 Y 5 7 6 0 0 0 &8 ?
Ti-22 4 M «0300 16 3i ¥ 4 & 0 0 () o & b
T1=22 4 M 0300 16 ©o32 Y 3 1 0 0 3 1 5 &
T1-22 4 M 0300 17 32 ¥ 7T s 0 6 0o 0 T 5
7127 4 M 0300 17 S 34 Y 7 4 0 2 1 o 7 4
71=-22 4 ™ w0300 18 as Y 5 4 2 ) 2 2 5 4
71-22 4 L 0360 18 k[ Y 6 8 6 - 1 5 B
Ti-p2 4 M 0308 19 a7 Y S 8 4 6 0 0 S g
T1-22 4 M 0300 19 . 38 Y- 6 5 ¢ & & 2 86 5
71-22 4 M «0300 20 is Y. & 6 ] o ] 1 5 7
Ti=22 . 4 M 20300 20 4D v 7 1 3 o o0 & B8
T1=22 4 M L7000 21 41 Y £ 4 2 6 0 0 T 6 ) :
=22 . 4 M 7000 21 42 Y 3 6 0o o o 0 5 6 :
T1=-22 4 M L7000 22 43 ¥ T s 0 6 0 ] 8 5 :
T1=22 4 M J7000 22 (¥ ¥ 3 a 0 0 .0 0 4 8
Ti=22 4 M 7000 23 45 Y T 6 1 1 0 1 8 &
T -72 4 M 7000 23 46 v 6 5 ] 0 0 o & 5
T1-27 4 M 27000 24 47 Y 9 5 0 0 0 o0 9 &
T1-22 4 M +7000 24 48 Y 9 & 6 0 0 0 10 6
7122 4 M L7000 25 49 Y 5 % o ¢ 0 0 6 3 3 :
T1=-22 4 M #7000 25 50 Y 3 8 ¢ 6 o0 0 k! %
Ti~22 4 M L7000 26 Si Y 5 6 0 6 C O 5 &
T1=72 4 M +7U00 26 sz Y 4 9 0 0 0 0 4 9
71-22 4 M «7000 27 53 Y 4 8 0 1 0 0 4 9 i
7122 & M 7000 27 54 Y 6 6 0 i) 0 0 & & :
71-22 4 M 7000 28 55 Y 5 9 ¢ 1 0 0 5 9
T1=22 4 M 7000 28 56 Y 2 3 o 0 0 o 5 6
71-22 4 M 7000 29 57 Y 7 4 0 1 I 0 7 7
71=27 4 M «7000 29 S8 Y 5 5 6 e o6 0 5 5
T1=77 4 M «7000 30 59 Y 2 10 0 1 0 0 & 14
T1=-22 4 M 7000 30 60 Y 3 7 o 1 0 0 3 1.



DOMINANT LETHAL GENE STUDY OF COMPOUND 7]1-22

TFST-
MATERIAL

71=-22
T1=22
Ti=22
11=p2
Ti=22
T1-22
T1-72
T1=27
T1=-22
S T1=p2
T1=22
T1=22
Ti~72
Ti=22
Ti=22
T1=-22
T1=22
71-22
Ti=-22
71=22

dEEK

P A N L W N N R O N

S/M

TITTEXTXEXTTZTIFTZTETZTTTIZX

DOsE

1,2000

1,2000
1.2000
1.2000
1,2000
1,2060
1,2000
1.2000
1.,2000
1,2000
1.2600
14,2000
1.2000
1.2000
1.2000
1.2000
1.72000
1,2000
1.2000
1a2000

MALE

NO W

a1
31
32
az
33
i3
3a
34
35
35
36
36
37
37
38
38
39
39
40
40

FEMALE

NG,

61
62
63
&4

.69

66
67
68
69
70
T1

T2

73
T4
75
76
77
78
79
80

PREG.,

R I R R R s g e T L L

”~

S50DIUM META=BISULFITE

IMPLANTS
L A
“ &
5 8
-] T
& 3
-1 5
1 6
6 4
8 8
8 S
2] 5
4 10
T 8
5 4
il 3
6 S
L 8
5 7
1 9
7 -6
6

EARLY
DEATHS
L R
0 4
0 0
0 1
& 3
0 0
0 1
0 0
0 0
0 Y
0 ¢
] 0
0 1
0 0
0 ¢
1 2
1 0
b 1
0 0
H 0
0 ¢

LATE
DEATHS
L R
0 0
0 0
0 0
o 0
1 0
o o
1] 0
0 0
o 0
1 0
11
o [
0 0
0 0
o 0
1] 1]
1 0
0 0
0 0
0 0

PaAGE ¢v -
CORPORA
LUTEA
L f
S 7
5 9
LS 7
12 8
8 5
9 ]
] 5
8 8 P
s D
8 5
¢ 10
8 L]
B 4
11 4
7 5
5 9
5 B
1 10
7 6 .
& 4
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JOMINANT LETHAL GENE STuDY OF COMPOUND T71-22

TFsT.
MATERIAL

CNTRL2Z
CNTRL22
CNTRLZZ
CNTRLZ22
CNTaLZZ
CNTRLZ2Z2
CNTRLZZ

cnNTaLE2 |

cnTRL 22
CNTRLZZ
CNTRLZ22
CNTRLZZ
cNTRL22
CNTRL22
CNTRL2Z
CNTRLZZ
CNTRLZ2Z
CNTRL22
CNTRL 22
CNTRL2Z

Ti=22
Ti=p2
T1=22
Ti-22
Ti+22
71=22
Ti-22
T1-22
7122
Ti=22
T7i=22
71-22
T1=22
T1=27"
Ti=22
T1=-22
T1=22
Ti~22
. T1=22
T1=22

T

WEEK S/M

LRV AU RUNTE LRIV RT RCRT RURT RLNT RU T NT T EV NT R PR NN N T RN YO RO RO R NPT N o

BNV AUV BLVLDVVPOUY VBEBVBNADVBOLBONO VLN

DOsE

0.0000
0.,0000
80,0000
0.0000
0.,0000
0,0000
0.0000
0.0000
0.0000
0.0000
0.,6000
0.0000
0.0000
g.0000
0.0000
040000
0.0000
G. 0000
G.,0000

0.,0000

«0300
» 0300
»03040
«0300
« 0300
L0300
+0300

« 0300

+0300
+0300
«0300
«0300
«0300
«0300
«0300
«0300
«0300
+ 0300
. 0300
0300

MALE FEMALE

NO,

VWO DN~NCO AN & NN e

NQ .

PREG,

AL AL AL LA LA AL AL AL A LKk ok k LA A A A Lk kA Al L

S0DIUM META=-BISULFITE

IMPLANTS
L R
&
1
2
9

LT
5
&
-]
0
3
6
5
L]
-]
3
3
7
&
6
4

-
VP NON~NODEF NOrO OO W=~

N NN WL NNW DO NUIN PO ~g DA NENOD L ETIH O T~ WD

D

QPO HFODOOMODOOOORD~OD N SO0 O0OLODO0O0LO0UOoOLDOOO O

EARLY
EATHS
L R

OO FOO0O~O0O00O0ODOSOO0Oo0 o COO0OUROVL Lo DRDOLRFOoO

LATE
DEATHS
L R
0 i
4 0
0 0
¢ o
¢ 0
0 L
0 0
0 0
0 1
0 0
0 0
1 0
0 0
Y i)
1 0
0 0
2 3
2 2
0 0
0 0
0
0
0
0
0
g
0
=0 =
0
2
¢
0
0
0
2
0
0
1
0
0

SO0 O0CONODQOQOO RO O
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CORPORA
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DOMINANT LETHAL GENE STUQY OF COMPOUND Tle22 SODIUM METAHBISULFITE PRGE 2
EARLY LATE CORPORA

TFST ) MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA

" MATFRIAL WEEK S/M, DOSE  NO. NO.  PREGe L R L R L R L R
T1-22 5 s .7000 31 61 v 5 & 0o o o o0 T 6
7122 5 S ,F000 3} 62 Y 0 8 o o o0 0 o 8
71-22 5 s L7080 32 63 ¥ T 7 o 0 ¢ 0 8 7
71-22 5 s L7000 32 6e ¥ 32 6 0 o o B 3
71-22 5 s «7060 33 65 Y 4 9 1 0 0 ) &5 9
71-22 s S L7000 33 66 Y i 6 8 0 o0 2 10 6
T1~22 5 5 .7000 34 67 Y 5 a t 1 0 o 5 8
7122 5 s «7000 34 68 Y 4 8 2 06 o0 0 & 8
71-22 5 s L7000 35 - 69 ¥ 1o 2 o o o 0 11 2
T1-22 5 s +7000 35 70 y 6 7 o 1 o 0 6 7
T1-22 5 s .7003 36 Tl Y 5 8 o ¢ 0 0 5 8
71-22 5 s L7000 36 12 y 6 7 8 0 1 0 & 17
7172 5 s «7000 37 73 Y & & o o o © & 5
T1=-22 5 S ,7000 37 74 Y 4 8 o 0 o 0 4 8
7122 5 s L7000 38 75 Y 1 8 o 0 1 1 3 10
7122 s s L7000 38 76 ¥ 6 6 o 0 0 0 6 6
71-22 5 s ,7000 39 77 ¥ 5 9 1 1 o0 5 10
71-22 5 s L7000 39 78 Y 7.6 o o 1 0 T 8
71-22 s .5 ,7000 40 79 Y . 1 5 o o 0 0 7 05
71-22 5 s L7000 40 80 Y 3 =8 6 0 o0 o v 8
71-22 .5 S 1,2000 &) 81 Y 7 s 6 0 0 o0 7 5
T1-22 5 S 1,2000 41 a2 Y & - 06 o 2 0 & &
7127 5 S 1,2000 &2 83 Y 16 S o o o ©o 10 5
7132 5 S 1,2000 &2 84 Y s 7 0o o o 0 s 7
7122 5 S 1.20600 43 85 \¢ 1 3 0 0 o o 16
Ti=22 5 S 1.2000 43 86 ] 8 3 6 1 o o0 B4
71-22 5 S 1.2000 44 87 Y 5 5 o 0 0 o 8 -5
71-22 5 S 1.2000 44 88 Y 7 6 o 0 o o0 1 e
71-22 5 51,2000 45 89 Y o 9 o 0 o 0 & 9
T1-22 5 S 1.2000 45 90 Y 9 23 o o 1 1 10 3
71-22 5 S 1.2000 48 91 Y T s 2 1 0 o 9 4
71-22 5 S 1,2000 46 92 Y 6 1 o 0.0 o0 6
71-22 5 S 1,2000 47 93 Y 3 o o0 o 0 4 8
71-22 5 S  1,2000 &7 94 ¥ 1 1 e 0o o0 1 & 7
T1=22 5 S 1.2000 48 95 y 3 8 o o o 0 .3. 8
71-22 5 S  1,2000 48 %6 y 5 6 ®» 1 o0 0 S5 6
71-22 5 S 1.,2000 49 97 Y 5 6 o 0 o0 0 5 7
. T1-22 s S 1,2000 49 98 Y T 4 o 0 o0 o0 T s
7122 5 S  1,2000 50 99 Y 2 3 6o 2 o0 0. 8 &
T1=22 5 S  1,2000 50 100 Y 4 7 e 1 0 0 6 7

5 . e s BT R 8. SR Gl 0 b



JOMTNANT LETHAL GENE STUDY OF COMPOUND 7122

TEST:
MATFERTAL

TEM22
TEMZZ
TEMP2
TFMP2
TEM22
TEM22
TEM22
TEM2?
TEM22
Teuze
TEM22
TEMZZ
TEM22
TEMZ2
TEMe2
TEM22
TEM22
TEM22
TEM22
TEM22

cNTRL22
CNTRL22Z
CNTRLPZ
CRIRLZZ
CNTRLZE
CNTQL22
CNTRLZ22
CNTRLZZ
cNTRL22
CNTRLZ2
cNTRLZ2
CNTRL2Z

CHNTRI 22

CHTRLZ2
CNTRLZZ
CNTRL22
CNTRL2Z
CNTRLZ22
- CNTRLZ2

CNTRL2Z

LT R R TN R R N ST N R NT R NT AT BT N T N R T TR T TN RO ST AR ST RO FTRT, RT RT o

WEEK

~

S/M  DOSE

«0002
«0002
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«0802
«0002
«0002
0002
0002
«0002
«0002
0002
20002
0002
«0002
« 0002
«0002
£0002
0002
+0002
«0002

0,0000
0.,0000
0,0000
0.0000
D.0000
0,00600
0.0000

0,0000
0.0000
00,0000
0,0000
00,0000
0.0000
0.0000
0,0000
0.0000
0.0000
0.0000
0.,0060

TZIETITIIIIILXLTIELXIELIT I NUUAAGALMNOVLNLBNLOLVONG

0,0000

11
11
12
12
13
13
14
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15
15
16
16
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20
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et Tad

COVWOED~I PP PAU & & Wi ) A

MALE FEMALE
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NO.

21
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23
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DEATHS
L R
r o
2 1
g 0
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0o 0
i o0
0 0
0 0
2 0
0 0
2 1
o o
o 0
o0
o 0
0o 0
8 0
2 1
b 0
0
0
0
0
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0
0
0
0
0
0
1
0
0
1
0
2
2
0
0

COoONWOoOOODOOOOMm OO P DO
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DOMINANT LETHAL GENE STUDY OF COMPOUND T1=22 SOUIUM META=BISULFITE PLaGE 2« . *

e

. EARLY LATE  CORPORA
TFSY _ MALE FEMALE IMPLANTS DEATHS DEATHS LUTEA

MATERIAL wEEK S/M DOSE  NO. NO. PREG, L R L R L R L R

. \ i
7122 5 “ «0300 11 21 ¥ [ T 0 0 ] 0 & 7 i
T1-22 5 M «0300 11 22 ' & 4 ¢ 0 o 3 6 5 i
Tie22 5 M .0300 12 23 ¥ 8 5 9o ¢ o O 8 S
T1=22 5 M 0300 12 24 Y S 8 g 0 0 0 6 8 3
71-22 5 M «0300 13 25 ¥ 4 8 b & 1 0 « A
T1-22 5 M 0300 13 26 Y 9 8 c 0 0 0 ¢ 4
71-22 5 " L0300 14 27 Y 6 8 o ¢ o ¢ & 8
T1=p2 5 M «0300 14 28 ¥ & [} ] ] ) 0 6 I’}
T1-22 5 M L0300 1% 29 Y 4 5 o o o 1 75 .
11-22 5 M .0300 15 30 ¥ 3 =8 o o ¢ 0 3 8 t:)
T1-22 5 M 20300 16 il Y 6 6 ¢ ¢ o 3 & T :
Tim22 5 M L0300 16 32 Y T 4 6 ¢ 0 0 7 5
71-22 5 M 0300 17 33 Y 4 8 o 6 o 0 & B 4
71=22 5 H «0300 17 34 Y lv 5 0 ¢ i i 10 5 ;
T1-22 5 M L0300 18 3s Y 4 7 o o0 © 0 “ 8 :
T1=27 5 M L0300 1B 36 Y 6 & 1 o0 o0 0 6 7
T1-22 5 M »0300 19 37 Y 6 8 0 0 z 5 & 8
71=-22 ) ] +0300 9 348 Y [ 8 1 4 2 0 6 ]
71-22 5 M L0390 20 T 39 Y 7T 3 1 ¢ 1 0 T 3
71-22 5 M «0300 20 40 Y R 0 1 0 0. 4 6
71-72 5 M 7000 21 4} ¥ 5 7 o 0 0o 0 5 H
T1=22 5 M L7000 21 42 ¥ io &4 0 0 ©o 0. 107 4
11=22 5 M JTU0D 22 43 Y B 4 ¢ -¢ 0 0 8 &
71-22 5 M. L7000 22 44 Y 4 & ¢ 1 o o & © °
71-22 5 M «7000 23 45 Y e 7 o o 0 0 & 1 :
T1-22 5 M 7000 23 46 Y & 3 o 0 0 o0 & 3 :
71=72 -5 M 7000 24 47 Y 4 8 6 0 0 O 4 8 :
T1=-22 5 M 7000 24 48 Y 5 5 p .0 0o 0 6 5 ;
T1-72 5 M 27000 25 49 Y 3 0 o o6 o0 0 & 9 ;
T1-22 5 M . L7000 25 50 N =0 =0 =0 =0 =0 =0 =0 =0 ;:) i
T1=-22 5 M L7000 26 81 Y 5 & 1 .0 1 o0 5 11 ' ]
71-27 S M «7000 26 52 i 6 7 ¢ o0 2 0 6 7 3
T1-22 5 M L7000 27 53 Y 4 7 ¢ o 3 1 5 7 i
71-22 5 M 7000 27 54 Y s 7 o o o 0 5 7 j
71-72 5 M 7000 28 55 Y B 4 O o 0o 0 8 & i
Ti=22 5 M .7000 28 * 56 Y T 5 b 0 1 0 TS i
T1-22 5 M .7000 29 57 i S 8 o0 0 0 5 9 :
Ti-22 5 M +7000 29 58 Y 6 4 1 0o o o 10 v
T1=22 5 M .7000 30 59 N =0 =0 =0 =0 =0 «0 =0 ~0
T1=22 5 M .7000 30 60 N -} 0 =f =0 =0 =0 =0 =0




DOMINANT LETHAL GENE SYTUDY OF COMPOUND T1-22

TEST
MATERTAL

. T1=22
71-22
Ti=27
Tr1=-22
T1-22
T1-22

. T=22

T1-22
71-22
71-22
T1-27

ST1=22
T1-22
71-22
T1-22
T1-22
71-22
71-22
T1-22
T1-72

WEEK
\u

VRGO an B R g e a an

S/

2 2ELETI LT LTI TEXZEZTXTTITRIX

0OsE

1,2000
1,2000
1.,2000
1.2900
142000
1,2000
1.,2000
1,2000
1.2000
12000
1.2000
1,2000
l.2000
1.2000
1.,2000
1,2000
1.,2000
1,2000
1.,2000
1.2000

4MALE
NO .

31
31
32
32
33
33
34
34
35
35
36
36
37
a7
38
38
39
34
40
40

FEMALE
NQ,

61
62
63
bé
65
66
67
68
69
70
71
72
73
T4
75
76
7
78
79
40

PREG.

e e e B B A e A A A A

S0DTUM META-HISULFITE

LMPLANTS
L R
3 &
4 a8
6 T
9 7
3 B
T 4
2 8
8 6
3 8
.} 3
5 6
-1 3
5 7
7 S,
4 T
7 5
4 8
9 6
[ 8
a 8

EARLY
DEATHS
L Rr
0 ]
19 Q
1 1
0 0
0 0
0 0
1 0
0 1
0 2
g 0
Y 0
o 0
0 0
0 0
0 0
1 ]
¢ 0
0 0
0 0
0 Q

LATE
DEATHS
L R
b} 0
1 1
0 0
g 0
1] 0
2 0
0 0
0 0
0 0
1 0
0 [V}
0 0
0 0
1 0
g ]
0 0
[ 2
0 2
0 0
0 0

PAGE 29

CORPORA
LUTEA
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DO.MINANI' LETHAL GENE STyDY OF COMPOQUND T1=22 SO0DIUM META-BISULFITE PLGE 26 -
EARLY LATE CORPORA

1o it A, 5 e o BTN 1ot T d

TFSY MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA
MATERIAL WEEK S/M  DOSE ND. NO, PREG. L R L R L 8 L n
- \ '
CNTRLZ22 6 S  0,0000 1 1 ¥ 8 3 o 0 0 0 3 4
CNTRL2?Z 6 S  0.0000 1 2 v g & g O 1 0 8 s
CNTRL22 6 S @8,0000 2 k] Y § 5 g 0 0 0 & &
CNTRL22 6 5 0.p0000 2 4 ¥ [ 7 0 0 0 0 & 7
CNTRL22 6 S 0,0000 3 5 Y 6 8 0o 0o 0 0 6 9
CNTRLZ2 ) $ 0.0000 32 6 Y 8 7 o 0 0 0 8 9
CNTRLZ2 5 S  0.,0U00 4 7 ¥ 6 6 1 0 0 0 & 6
CNTRL22 5 S 0.,0000 4 8 ¥ 7 s 2 0 0 o 7T 9 ,
CNTRLZZ 6 S  0,0000 5 9 ¥ 5 8 ¢ 0 0 0 5 8 f:)
CNTRL22 & 5 0,0000 5 10 Y 5 8 0 0 3 1 & 8 :
CNTRLZ2 6 S 0.0000 6 11 Y “ 7 0 0 0 0 5
CNTRL22 6 S 0.0000 6 12 Y & 11 ] 0 0 0 ¢ 1l
CNTRL22 6 S  0,0000 7 13 Y 4 8 0 0 0 0 s 9
CHTRL22 ) S 00,0000 7 14 Y 8 1 ] 0 0 0 8 3
CNTRLZ2 6 S  0,0000 B 15 Y 8 3 ) 0 1 1 8 4 -
CNTRL22 5 S 0,0000 B 16 Y & 6 6 0 90 0 & 6 '
CNTRLZ22 [ S  0.,0000 9 17 ¥ 7 7 0 0 ¢ 0 7 !
CNTRLRZ [ S 0,0000 9 18 Y 9 S )] ) 2 1 9 8
CNTRLZ2 6 S 0.0000 10 19 Y 9 & 0 0 0 o 3 &
CNTRLZZ b S 0,0000 10 20 Y T 4 ¢ 0 6 0 T % :
Ti-22 6 5 0300 21 41 Y & & ] 0 0 0 .5 8 3
T1=-22 & $ 0300 21 42 Y .« 7 0 ¢ o 0 4 9 i
T1-22 [ S .n3c0 22 43 Y 8 4 6 o0 o 1 9 4 . :
T1=-22 & 5 0300 22 4é 6 6 0 0 0 0 T s :
T1=22 6 S « 0300 23 45 Y & & o o o0 ¢ 6 &
T1-22 6 s L0300 23 46 Y 3 9 o 0 0 0 3 9
Ti-22 6 E 20300 24 47 Y 9 3 8 0 0 0 1¢ 3
71=22 & S 0300 24 48 Y 6 7 0 90 0 .0 B 7
T1~22 6 5 .0300 2% 49 ¥ 5 5§ o o 3 1 & 5 E
71-22 & S . L0300 25 50 ¥ 1 2 0 o 0 0 11 2 %::>
71-22 6 5 0300 26 51 Y T 5 0 ¢ 0 9 1T 6
T1-22 ) 5 0300 26 52 Y 3 4 0 1 0 8 &
Ti=22 6 S L0300 27 53 Y 6 & 0 1 0 () & 6
T1-22 & 5 L0300 27 54 Y 6 6 1 6 ¢ 0 6 6
T1-22 6 5 .0300 28 58 Y T 5 o 6o o 0 8 s
11-22 6 S <0300 28 56 N “) =0 =0 =0 =0 =0 -0 =0
T1-22 & 5 £0300 29 57 Y a8 0 0 0 1 5 9
11-22 6 5 0300 29 58 Y 5 6 1 0 0 0 5 7
T1=22 L3 5 «0300 30 89 Y 1 5 ' 0 ° 1 % 9
7122 6 S <0300 30 60 Y 3 7 0 0 0 9 I

hearedn it .



DOMINANT LETHAL GENE STUDY OF COMPOUND T1-22 SO0IUM META-BISULFITE PAGE 27
EAALY LATE CORPORA

TFgY MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA
MATERTAL iE\EK S/M  DOsE NO. NO, PREG. L R L 2§ L R L R
71-22 5 S L7000 31 61 Y 5 5 1 2 o 0 5 3
T1-22 6 5 7000 31 62 ¥ 5 9 ¢ 0o 0o 1 5 9 :
Ti-22 5 5 7060 32 63 Y 10 1 o 0 0 ¢ 10 3 :
T1-22 ) s 7000 32 b4 Y & 7 6 0 o 0 “ 7 :
Tr=-22° 6 5 L7000 33 65 Y 5 4 1 o 0o 0 5 & :
T1=22 6 S L7000 33 ) Y 5 7 8 0 0 0 5 7 :
Ti-22 6 5 7000 34 67 ¥ 6 5 2 0 0 0 T 5 :
71=22 & g «7000 34 68 Y 5 2 0 0 o ] ) 4 ™ ;
7T1-22 6 S L7090 35 69 Y 5 9 6 0 0 0 5 9 i:)
T1=27 6 s 7000 35 70 Y 3 3 g o 3 1 9 &
T1-22 ) S +7000 36 71 Y 7 5 ¢ 0 3 1 T 5
T1-22 6 5 L7000 36 72 Y S 8 T 6 0 o0 5 8
T1-22 6 s 7000 37 73 Y 6 10 6 0 © o 8 1o
T1-22 & s 7060 37 T4 Y 6 5 6 0 .0 0 T 5
T1-22 ) 5 «7000 38 75 Y 4 B8 g 60 0 0 a8 4
T1-22 ) 5 L7000 38 76 Y S 8 g ¢ 0 0 5 8
T1-22 6 5 .7000 3% 77 Y 7T 6 6 0 0 0 7T 6
T71-22 6 S .T000 39 . 78 Y 9 3 1 9 ¢ 0 9 1
Ti=22 .6 S L.7000 40 79 Y 7 & 8 o o 0 T 6
71-22 6 5 «7000 40 BO N ' =0 ~0 -0 =0 -0 =0 =0 =0
T1=22 5 s 1,2000 41 al Y & 4 2 ¢ 6 0 & 7 :
T1-22 6 S 1,2000 #1 - 82 ¥ 3 s 6. 0 0 0 6 5- i
71=-22 6 S 12000 42 83 Y 5 6 2 0 ] 0 & [ . f
71=22 6 S 1,2000 42 84 Y 4 6 6 0 o0 9 S 6 :
71-22 6 S8 11,2000 43 CH Y 4 3 2 0 o 0 4 B ,
T1-22 & S 1,2000 43 86 Y 4 9 0 0 0 o & 93 :
Ti=22 6 S 1.2000 o 87 N =) = <« <0 =0 -0 -0 0 :
71-22 & §  1,2000 44 88 N “) =0 =0 =0 =0 =0 ~0 0 :
T1=22 6 s 1.2000 45 &9 Y & 9 0 0 1} 3 6 10 :
T1-22 & §$°. 1.,2000 45 90 Y 5 9 0 0 0 0 5 9 ;
T1-22 6 S 1,2000 46 9 ¥ 9 6 1 o o0 0 g 6
T1=22 6 S 1.2000 46 92 Y 5 6 0 0 0o 0 S 6
71-22 6 S  1,2000 &7 93 Y 3 10 6 0 0 O ¢ 10
T1-22 6 S  1.2000 47 94 Y 7 5 0 0 0 O 7 6
T1-22 6 S 1,2000 4B 95 Y & & ) 0 o o a7
71=22 6 S 1,2000 48 96 Y 3 1o o 2 o 1 310
Ti~22 ) S  1.2000 &9 97 Y 5 8 0 ¢ ¢ 0© S 8
T1-22 6 S 1.2000 49 . 98 ¥ 6 & oD 0 o0 0 T 6
71-22 6 $  1.2000 50 59 N ) =0 =0 «0 =0 =0 =0 =0
T1=22 6 5 1l.2u00 50 100 N =0 =0 .=0 0 =0 =0 =0 =0



DOMINANT LETHAL GENE STUDY OF COMFOUND 71-22

TFsT
MATFRIAL uEE§ s/M  DOsE
TEM22 6 S 0002
TEMRZ -] S 0002
TEM22 6 S 0002
TEM22 & s «0002
TEM22 6 ] «004G2
TEMZZ ) S +0002
JEM22 3 S Q002
TEM22 6 S . 0002
TEMZZ & S 20002
TEMZZ 6 S +0502
TeEMp2 ] S $ 0002
TEMZ22 6 S 0002
TEMp2 & s 0002
TEM?2 [ 5 0002
TEM2Z 6 S 0002
TEMZ2 & S 0002
TEM22 L] S « 0002
TEMR2 b s «GUD2
TEM22 6 s 0002
TEM22 ] S +0002
CNTRLZZ [ M 0.0000
CMTRLZZ 6 M C.0000
CNTRL2Z 6 M 0,0008
CNTRL22Z [ M 0,0000
CNTRLZ2Z .3 M 0.0000
CNTRLZE . & M ¢.0000
CNTRLZ2 & M 00,0000
CNTRL22 ) M 0,0000
CNTRLEZ & M 0.0000
CHTRLZZ 6 M 0,0000
CNTRLZZ -] M 0.0000
CNTRLZ2 & M 0.0000
CNTRLZ22 [ M 0,0000
CNTRE 22 L] M 0,0000
CNTRL22 6 M 0.0000
CNTRL22 6 M 00,0000
CNTRL22 . & M 0.0000
CNTRL2Z 6 M 0.0000
CNTRL22 & M G.0000
CNTRLZ2 6 M D,0000

HALE
NQ,

11
11
12
12
13
13
14
14
15
15
16
16
17
17
18
18
19
19
20
20

QO OOV~ ~"NPPU T & W NN

o

FEMALE
NOW

2l
az
23
24
25
26
27
28
29
30
31
3z
33
34
35
36
37
.38
39
40

O ~NPWU W -

[ ey el o
OOV~ UNFWN—O

PREG.

- AT LA AL Z LA LA

PP e e R L R

SOUTUM META-BISULFITE

EARLY
IMPLANTS DEATHS
L ] L R

v

2 1 2
3 n 1
7 6 0
4 6 0
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T1-22 6 M L7000 28 56 Y s g 6 0 0 © 5 8
Tie22 6 M L7000 29 57 Y 9 & ¢ 0 ¢ .0 & @8
Tie22 6 M L7000 29 58 Y 6 8 6 0 0 ¢ 6 B
T1-22 6 ™ L7000 30 59 Y 4 6 e 0 1 0 6 7
T1-22 6 M »7000 30 60 N ~0 «0 0 =0 =0 <0 =0 =0




DO&INANT LETHAL GENE STUDY OF COMPOUND Tl-22 S0DIUM META=BISULFITE Pagt 3y *
EARLY LATE CORPORA

27 ot L s LR ol e Pt i i1 R L L e s

TFSTY MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA
MATERIAL WEEK S/M DOSE  NO. NO,  PREG. L R L R L R L

=22 \s M 1,2000 31 61 Y 7 s ¢ o o 1 T o

71=22 6 M 1,2000 31 62 Y B 5 o o 0 0 11 5

Tie22 6 M 1,2000 32 63 Y 1 3 o o o ¢ 11 3 i
11-22 5 M 1,2000 32 64 Y 4 8 1 0 o 0 & 8 \
T1-22 s M 1,2000 33 &5 Y 0 2 s ¢ o o 10 4 ;
T1-22 6 M 1.2000 33 66 Y 4 & o ¥ 2 2 8 9 ;
7122 f M 1,2000 38 67 ¥ 3 9 g o o o0 3 0

TY-22 6 M 1.,2000 3% 68 N ) =0 =0 -0 =0 -0 -0 ~0 .

T1=22 6 M 1,2000 35 69 Y 8 5 2 0 o 0 8 5 ::)
Tiez2 6 M 1,?000 35 70 Y 5 7 o o o 1 5 8

T1~72 6 M 1,2000 356 7l ¥ 8 5 g o0 0o 0 9 5

Ti-22 6 M 1.2000 36 72 Y 4 8 ¢ -0 0o O & 8

T1m22 & M l,2000 37 73 \ 0 & 6 o 0o 9 9 &

T1-22 6 M. 1.,2000 37 Té Y 5 7 0 o0 _0 0 6 8

T1=22 & M 1,2000 38 75 Y 5 4 g 1 o0 0 9 5

71-22 6 M 1,2000 38 16 N “0 «0 -0 =0 -0 -0 <0 =D ;
T1-22 6 M 1,2000 39 17 Y 8 4 0 0 0 o B 5
71-22 & M 1,2000 3% 78 Y 3 8 6 0 0 0 3 10 :
Ti=22 6 M 1,2000 40 79 Y 6 5 o o0 0 0 & 6 -
71-22 "6 M 1,2000 40 8¢ Y 5 7 0o 0o o ° 8 9 ;




DOMINANT LETHAL GENE STyOY OF COMPOUND T1-22

TFST
MATERTAL

.CNTRLZ2Z
CNTRLZ2E
CNTRL22
CNTRLZZ
CNTRLZ22Z
CHTRLZ2Z

LONTRL 22
CNTRLZZ
CNTRL22Z
CNTRL22
CMTRLZ22
CHTRLZZ
CHTRLZZ
CNTRL22
ONTRLP?Z
CRTRL2E
CHTRLZZ
CNTRLZ2Z
CNTRL22
CNTRLZZ

Tiw22
T1=22
Ti=22
Ti-22
Ti-22
71=-22
71=22
T1-27
71=22
7122
T1-22
71=-22
Ti=22
71=22
71-22
71=22
T1=-22
Ti=22
71-22
T1-22

#EEK

N L b R R e e R R R R

B B B R A i e I e e B B e B B e B

S/4

MmOV nLan

mmmmmmmmmmmmmmmmwmmm

DoSE

0.0000
0.0000
0.0000
00,0000
0,0000
02,0000
0.0000
0,0000
0.0000
0.0b00
0.,0000
0.0000
0,0000
0.0000
¢,0000
0.0000
0.0000
0.,0000
0.,0000
0,0000

» 3300
0300
+0300
«0300
«0300
«0300
«0300
«03400
+0300
+0300
20300
0300
+0300
+0300
«0380
«0300
«0300
«0300
+0300
«0300

MALE
NO.

NN NN R
P L Y

NN DN
~ O Ln

NN
W o~

[P FEN L
< Q0

ot
OO VOYER~d~NOFRNE & W NN

FEMALE

NO .

VE STV & WN -

PREG.

PP e L T E T

PP P L L e L T L E T ET T

SOUIUM META-BISULFITE

IMPLANTS
L 2]
3 10
3 3
6 7
4 6
S 8
7 L
a 4
-] 6
& 5
) 8
] ]
9 7

12 2
7 3
7 3
8 7
? E
10 3
3 12
v 5 8

A EFPN-NSUVIOE NNy

PN OVNEPC PO OACPF ~~NNANO

EARLY
DEATHS

L

COCPNHOOOONO~NOODOOOB D

OO0 O00DMNO OO0 O00 0

R

OO OOODO OOV OoOOOD NOODOODOOONOOCODD =O-D

LATE
DEATHS
L R
] 0
0 0
0 0
0 1]
! ]
0 0
0 0
1] 0
0 0
0 Q
] 0
0 0
1 0
Q0 1]
4 1]
h] i
0 ]
1] 4]
1] 0
] b
9 0
4] 0
0 0
1] 0
0 0
Q 0
) 0
1} 0
0 0
0 0
0 [+
1 0
0 0
2 2
0 0
0 0
0 0
0 0
3 r4
0 1

PAGE 31
CORPORA
LUTEA
L =
1l 10
8 10
& 7
4 !
5 o
11 12
8 -]
8 L)
-] 7
5 9
6 b
7 9
12 3
9 5
T 3
9 7
7 S
10 3
@ 12
5 8
T 5
12 5
10 9
6 5
5 7
“ 9
7 5
] &
8 7
5 9
¢ 10
9 4
S 6
] 9
10 4
7 s
7 6
6 9
8 7
7 4

B 15t B B A 585 Bk 1k Sl e e ieer 16 5 P EE it < Bt - Re e L me e B i e aTe s e e e

b R s e, TR ARt e




(TPRRC

DOMINANT LETHAL GENE STUDY OF COMPROUND 7122
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-22
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6 [
7 4
9 3
S 5
s 1]

-0 =0
E 7

LA 9
g 5
5 &
3 1
6 3
0 6
5 T
& 3
3 4
S 8
8 5
1 2
4 a
5 4
& 6
7 6
2 7
& &
k4 5
4 10
8 4

b

GO0 0O000ODOEDOoQOO0O0

EARLY

EATHS

L R

0

]

0

1]

0

¢

0

0

0

0

0

0

¢

1}

Q

0

¢

-0

1

]

o .

. 0
1
0
0
0
]
0
0
0
4
0
0
)
0
0
0
[+]
0
0

CONO=OOOHOOODOOo0DO

PABE 3%

LATE  CORPORA

DEATHS LUTEA
L R L L
1 0 7 S
¢ 0 5 8
4] bl 5 9
g 0 7 4
0 0 10 3
0 0 s 6
0 +] 8 3
0 0 -] 1
L] 0 9 5
¢ -0 5, 1
] ] 7 T
0 0 .} 7
4 1 T 6
1] 1] 8 4
0 [} 9 3
0 1 1 6
0 0 a 5

-0 =0 -0 =y .
0 0 8 ?
V] 0 5 g
0 [\ 10 5
o 0 -] 4

0 4 5
0 4] 8 5
0 0 4 [
0 4] 1 ]
2 0 & 3
0 0 5 T
2 2 5 10
0 0 8 5
0 0 ] S
2 1 5 ]
0 0 S 6
0 0 -] b
0 a ? &
0 1 3 11
0 4] 8 7T
2 0 1 9

0 0 % 19
Q 0 8 4
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EARLY  LATE CORPORA

TFST ) MALE FEMALE IMPLANTS ODEATHS NEATHS  LUTEa

- MATERIAL lEFK §/M DOSE NG, NO, PREG L R L R L R L K
T1=22 4 S JT0C0 31 61 Y T s 0 0 1 0 8 &
T1-22 a 5 27000 31 62 ¥ & 10 0 ¢ 4 1] 4 10
71=22 B s JTU00 32 63 Y 4 6 0 0 3 1 3 6
T1=22 8 5 «7000 32 64 Y 10 % 0 ] 0 0 10 g
Ti~22 8 5 27000 33 65 Y 6 9 0 0 0 0 6 9
11=-22 ] 5 L7000 33 66 Y 4 7 1 0 0 0 7 H
T1-22 8 5 «T000 34 67 Y 5 8 ! 0 0 i} 5 4 E
7122 8 S L7000 34 68 ¥ 4 5 0 1 1 0 4 7 )
7122 3 5 «TUGD 35 . 69 ¥ 4 7 o 1 0 0 4 7
11=22 8 s 7000 35 To ¥ ] T 1 0 i} 3 5 )
122 8 5 «TO0D 38 71 Y 6 5 0 0 0 0 ) 5 i
T1-22 8 $ «7000 36 12 Y 8 3 0 0 0 0 9 3
7122 8 5 e 7000 37 73 ¥ 6 ) ¢ 0 0 0 7 6
T1-22 8 s «7000 37 Té Y 8 & 0 0 1 1 8 b
7122 8 s 27300 38 75 Y 5 7 0 1 0 0 5 ?
T1-22 ] s LTU00 38 76 ¥ 4 7 o 0 0 0 4 7
7T1-22 8 5 7000 3% 77 ¥ 5 & 0 0 0 D 9 g
71-22 8 S «T000 39 78 Y & .4 1 1 2 1 7 5 .
T1-22 8 s «7000 &0 79 Y T 3 0 9 0 0 1 3 )
71-22 8 s 7000 40 80 Y o 7 0 0 ¢ 0 4 ? '
71=-22 8 s 1,2000 41 81 ¥ 19 &4 1° ¢ 0 i 10 4 i
71-22 8 s 1.2000 41 82 ¥ 5 8 0 0 0 0 5 8 :
71=22 8 S. l.z2000 42 B3 Y -] k| 0 i o 0 7 & i
T1-22 8 5 1.2000 a2 B4 ¥ .9 e 1 0 0 0 9 & :
7Tlep2 4 5 1.2000 43 85 Y o9 0 0 0 0 ? 9. :
T1-22 8 s 1,2000 43 RS Y 5 8 0 [/ 0 0 5 a :
V=22 B 5 1,2000 4% 87 Y 3 5 0 i} 0 0 9 5 .
71-22 8 S 1,2000 44 CT N =) =0 -0 =0 =0 =0. «0 -0 i::’ _
T1~22 8 s 1,2000 45 89 Y 4 S 0 9 3 1 7 S L
Tie22 g 5 1.2000 45 90 Y 4 7 0 0 | 1 4 7
71=22 8 S 1,2000 46 93 Y 6 & 0 0 0 0 6 4
T1-22 8 s 1,2000 46 92 Y 8§ s ¢ 0o -2 1 ] 5 ;
T1=22 8 s 1.2000 &7 93 Y T 6 ] 0 1 0 7 & ;
7122 8 S 1.2000 &7 94 Y T 3 0 1 3 0 7 3 :
Ti=22 8 s 1,2000 48 95 Y T 5 0 0 0 1 -7 -5 ;
71-22 8 S 1,2000 48 96 ¥ 11 4 0 0 0 0 11 4 :
71=-22 8 s 1,2000 &9 . 97 ¥ 9 & 0 0 0 b g 4 '
T1=22 8 s 1.2000 49 98 Y 5 7 0 1 0 0 S 8 f
Tie22 8 S 1,2000 59 99 Y & 5 ] 0 - 0 0 ) 5 3
71-22 8 s 1.2000 S0 100 Y 5 8 0 1 0 0 7 9 :
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EARLY  LATE  CORPORA

TFSY - MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA

WATERIAL WEEK S/M- DOSE NO. NO . PREG. L R L R L R L L

TEMZ22 g | S 0002 11 21 Y 7 5 '} ] 0 o 7 5

TeEM22 8 S 0002 11 22 Y b g 1 i 0 4 7 9

TEM22 8 S L0002 12 23 Y 5 a8 0 i 3 1 ) &

TEM22 B8 S 0002 12 24 Y 7 T ¢ n 1 1 9 T

TEM22 8 S «0002 13 25 Y, 5. 9 o o o0 O 9

TEM22 8 S 0002 13 26 Y I 9 ¢ o g 2 3 @

TEM22 8 5 0002 1é 27 Y 6 T 1 o 0 0 6 7

TEMZ2 8 5 £0002 14 24 Y 7 k] ¢ 0 1 0 7 3

TEM22 8 5 o002 15 29 Y 8 S o 0 1 0 B b

TEM22 8 5 0002 15 30 Y 5 8 e o0 0o 0 7 8 i:)
TEM2Z2 8 1 0002 16 31 Y 1 0 ¢ 0 0 0 3. 9

TEMZ2 8 5 0002 10 32 Y 8 2 0 0 0 0 9 2 :
TEM22 B S 0002 17 33 Y 3 9 0 0 9 1 39 §
TEM22 8 5 0002 17 34 Y [ 7 ] 0 0 ) & 7 £
TEM22 8 ] .0002 18 35 Y g 3 1 o o O 5 3 3
TEM?2 8 s »0002 18 36 Y 4 8 ¢ ¢ o 0 5 8 :
TEM22 8 5 LH0c2 19 3t \J 3 & ¢ 0 1 2 I & z
TEM22 ] s L0002 19 a3 Y & 0 0o 6 o & TS g
TEmZ2 8 S ob02 20 a9 Y 5 5 0 1 ¢ ¢ 6 5 - i
TEM22 8 S 40002 20 40 Y 37 o o o 1 a9 )




prasraat

Ce WAl SFNE STILEY OOF COMBINND T1-22

VEATCLFR TONTHOL

" EELT,
CT TRBEX
2 « 90
Fn 1.0
e 1,00
20 1,39
20 T4 00
g Ll
20 . l.au
on -.“q
2 .90
21 Pa0ig
7n la00
2 1.00
0 leND
20 1.00
20 1,08

eSS0

————-

L
N0
UL U

N.00

Fe M

.00

UL 0N

SONDTUM MFTA=RISILF

CHl-SQUARE TEST OF THE FERTILITY INOF

Yy f1=27
N tl
PRG MTD
ta 20
g0 2n
18 29
20 21
19 20
19 29
2 20
20 Eﬁ
18 29
19 20
19 20
TZn 20
26 20
19 20
20 20

LY GARG T1=22 o
FERT. N FERT,
INDEX  CHIST PRG MTD TMDEX

- - L e emam mm | memm

STNGLE TREATHENT

W2H 29 20 1.00
0.00 - 20 20 1,00

«03 14 20 o7
0.00 20 20 1.00
0,00 20 20 1.00
f.0n 19 2¢ - A095
0.00 20 20 1.00
0.00 20 20 1.00

MULTIPLE TREATHMENT

! 14 20 « 70
0.00 14 20 « 30
0400 12 29 -390
G.00 20 21 1.00
0.00 17 2¢ 85
000 17 =20 -85
0.00 is 290 A0

17E

X ] NEGHEF

(SR

.53
G.0n
.53

n,09

1.61

.53

7T1=¢7
N iy
oR5 4Ty
13 2o
1 20
19 29
20 20
20 41}
16 20
20 24
19 29
IR 20
19 20
20 20
20 29
20 20
19 20
20 2o

OF FQFE M)

. 93%
.95
1,00
r.on

AN

a0
2,90
Y, i

Jon

20

L

2n

21

2d

20

0,96
2.50
G,00

B

F
i
;;
3
:
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ARMLTAGD

WEE®

- -

i)

NEGREE

RV

- -

i3

18
2u
1R

cu

18

a0

18
19
19
2n
2¢
16

rad]

2y

/i

20
20
2u
20
2e
29

20

uF FREEDOM)

o7 BIKD
N 4]
vaG MTD
20 20
z0 2t
i 20
en 20
en 2n
12 20
23 20
20 20
14 20
iR 20
18 2
ey 20
17 2¢
17 24
16 20

1.2 G745
] Ki
PRA 41N
19 2n
14 20
19 2n
20 7
20 20
16 2n
2n 20
19 26
18 206
19 7o
20 20
23 20
20 20
18 20
2n  2u

CHTSZ
(c-1

SONIHM MFTA=RISULFTTE

VCWIQU

(1)

SIMGLE TREATMEMT

100

1,37

0eG0O
Ir)6
+ 36

+ 06

ARMTrs
CHISA

0.00
27
la03

D.00

WhE

[FST Fuk A LINEAR TREND IN PROORTIONS FOR THF FERTILITY TMnKx
A0SEND NN THE J0SF LEVFLS

MULTTOLE TREATMENT

OAGY

w0
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AQHITAGE TEST FOR a LINEAR TREND IN PROPORTIONS FOR THE FERTILITY TNDEX

11 DEBRER OF FREENOM) 34SED ON THE LOGARITHMS OF TwE NNSE LEVELS
Y hsxe T LT A/KG 142 G/KG
MO N N NN CHISH CHISQ ARMTG
WEEK BUGL TP PaG MTN PRG MTD  (C-1) () cHISN

_——— - fem mwm mmsmm  mraes  see-w ;

1 {8 20 20 20 19 20 2.1 1.32 .79

2 a0 20 2o 20 16 2p 8.5 3.22 5.35 . .
3 18 20 14 26 19 20 40 .16 .27

4 23 20 zo 24 20 20  0.00 0.00  0.00

5 19 22 2n 20 20 20 2.03  2.08 .06

6 19 29 1o 20 16 2n  3.33  1.25 2.U8 ‘

7 20 20 20 2n 20 20 3.00  #.00  0.00

8 20 22 20 20 19 20 2403 .76 1.27 ‘

WULTIPLE TRESTMENT

1 1A 20 14 20 13 20 3,84 .55  3.29 : ' i:) :
2 19 29 12 20 19 20 .56 .08 Y ' E
3 19 20 14 290 20 26 2.11 .04 2.07
4 20 20 20 20 20 20 0.00 0,00 0.00
5 20 20 11 20 20 20  6.32 .90 5.41
6 19 22 17 29 18 20 1.1l .69 .42
7 20 20 16 20 20 20 8.57 1.23 7436 :
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ARMITAGE TEST FOR A LINEAR TREND IN PROPORTIONS FOR THE FERTILITY INDEX
(2 DEGREES OF FREEDOM)

HERX

-

W M

»

-~ & W

CONTROL

e T

N N
PRG MTD

18 20
20 20
20 20

20 20

20 290
20 20

19 290

i8 20
20 20
20 20
20 20
20 20
20 20
20 20

A

<03 G/KG

-

N

N

PRG MTD

———— -

18
20
18
20
19
19
20

20

18
19
19
20
20
19

20

20
20
20
20
20
29
20

20

20
20
20
20
20
20
20

BASED ON THE DOSE LEVELS AND INCLUDING THE CONTROL

«T G/XG 1.2 G/KE

- - - -

N
PRG

20
20
18

20

20

19
20

20

14

18

18-

29
17
17

16

N N N CH1SO CHISG ARMTG
MTD - PRG MTD (C=1} 1) CHISQ

- —— - s - -

SINGLE TREATMENT

20 19 20 2.35 1,13 1.21
20 16 20 12.63 8,67  3.96
20 19 20 2.35 .05  2.29
20 g0 20 2,00 0.00 0.00
20 20 20 3,04 .83 2.21
20 16 20 6449 |, 5.01 1448
20 . 20 20 0.00 0.00 0,00
20 19 20 2.05 L1 1.94

MULTIPLE TREATMENT

20 18 20 4,71 ,30  4.4]
20 19 20 2.11 .52 1.59
20 20 20 3.81 00  3.81
20 20 20  0.00 0.00 000
20 20 20 9,35 59 8,76
20 16 20 3.60 1,93 1,68
20 20 20 12.63 80 11.83

PAGE 42

GROUP

K]
3
i

8 S A1 B

et

<

G;:).
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T=TEST OF THE NUMBER OF IMPLANTATIONS IN PREGNANT FEMALES.

‘\

WEEK CONTROL 71=22 .03 G/KG T1-22 LT GIXG Ti~22 1.2 G/KG TEM P MG/KG 3
N - 8T N STD N - 57D ‘ TN STN STD
pas MEay DEV  PRS MEAN DEV OF T PRG MEAN DEV DF T PRG MEAN DEv DF T pa5s wEAN  OEV  OF 3
SINGLE TREATMENT ' ;i:)
1 18 11.72 1.81 18 11.28 3.53 34 ~476 20 11.25 1,89 36 L7855 19 11,47 2,70 35 L1327 20 18,05 3,66 36 Y.152
s 24 12Z.62 1.90 20 1E.75 2.0 38 .948 20 10.85 3,46 3B 1,766 15 11.62 3,46 34 ,855 20 7.65 3.30 38 5,680
3 25 11.95 1,70 1B 12,89 1,75 36 1.678 18 1l.06 3,17 36 1,099 19 11.79 1.,6% 27 - .296 20 8.40 2,86 38 6.B01
% - 20 12.99 2.05 20 11.85 2.4% 38 1.468 20 11.70 2.98 28 1.485 20 10.70 3.06 38 _ 2.s470 16 4,81 2.10 38 11.626
5 20 11.25. 3.31 19 1l.00  2.91 37, .250 20 11,75 2,45 38 544 20 U.80 3,89 38 1.369 20 10.20 3.97 38 w309 ;
1Y f,:
6 20 12,55 1.73 19 10.89 2.2 37 2.464 19 12,00 1,86 37 .,058 16 11,8 2.26 34 1.11c 17 10,59 2.T7¢ 35 Zebbt :
; : . !
7 P20 12.297 2,07 20 12,1¢ 3,11 38 L120 20 11.35 2,91 38 1,066 20 10.65 2.98 38 1,912 20 11.85 3,31 38 681 :
B 19 11.74 2.62 20.,10.15 3.17 37 ' 1.700 20 11,90 1,83 37 «226 19 12,42 1.87 36 L2720 11.3¢ 3.15 37 £470

MULTIPLE TREATMENT

e e i T W 15 S

1 1A 11.72 1.81 18 11.22 3.59 34 .528 14 11,64 3,97 30 076 1B 12,33 2.57 34 +RES

2 20 1Z2.40 1.90 19 12,11 2.08 37 +462 1B 11.56 2,57 36 1.158 19 10.%5 2,90 37 1.861 é::’
3 20 11.95 . 1.70 19 10.84 2.77 37 1.512 1B 10.61 3.68 36 1e464 20 11,20 2.40 38 le141
& 70 12.90 2.05 20 11.60 2.41 38 1.836 20 11.45 2.0% 38 2.216 20 11.80 2.40 33 1.560
5 20 11.235 13,31 20 11,90 2.4% 38 «702 17 11.28 2.61 35 L0155 20 11.55 1.567 33 + 3562
& 20 12.55 1.73 19 11.26 2.81 37 1.734 17 12.24 2,59 35 Jhh]l 18 11467 2,09 36 1,426

7 20 12.20 2.07 20 11,35 3,05 38 1,032 16 10.81 3,31 34 1,539 20 11,10 2,61 33 1.476




DOMINANT LETHAL GENE

WEEK X
1 OSE
L DUSE
2 nast
L0G NOSE
3 nnse
LO6 DOSE
4 NI5E
LNG B0SE
5 nnsE
LG nO0SE
# " NNSE
[RU LS
T : OASE
LGS DOSE
8 nnsSE
LOG DOSE
i nnSE
LG pOsSE
2 NOSE
L 05 DOSE
3 DaSE
NG DOSE
4 NASE
LDG HUSE
5 0NSE
LOG DOSE
6 nNSE
LOG DOSE
T nosSE

LOG DOSE

6%
&6h

59
59

4
54

60
60
59
59

L)
S0

56
56

ST
57

6n
69

ST
57

54
S4

-1
56

STUDY OF COMPOUND 71-22

\

-1
-1.17

+60
-1.33

N
=1.20

N1}
=1.23

.55
119

+61
=-1.31

B-1
-1.23

b3
=1.25

e64
-1.30

-T4
“Y.24

65
~1.22

R
~1,23

+ 66
-1.27

«53
1,29

64
=1.29

SO0DIUM META-BISULFITE

PaGE &4

REGRESSION FITS OF THE NUMBERs U OF IMPLANTATIDNS ON 1) DNSEs aND 2} 06 DD5SE.
t PREDICTED U = A + BexX )

SO X

48
1.82

o8
1.65

289
164

4B
laf%

-85
1.63

w48
1+65

»48
1.54

L
Leb4

50
1.69

49
1.6%

49
1.65

« 4R
1.564

50
i.67?

+ 49

1+67

50
l1.6H

U3aR

11,33
11.33

11,39
11.3%

i1.71
11.%1

11,472
11,42

10.R5
10.85

11,56
11.56

11.37
11.37

11,47
11,47

11.7%
11.74%

1}.54
1l.5%

10.69
10,832

13,62
11.62

E1.59
11.59

11.72
11.70

11.11
11.11

sD v

-

B

.1

SINGLE TREATHMENT

2.71
ZaT1

3.v8
3.08

2.37
2.37

2.84
2.84

3.04
3.04

zozﬂ
2.20
3.01
3.01

2453
253

158
021

=.235
-.1136

=1.019
=392

-F41]
=.221

926
=.133

2864
.289
-1.233
-.340

1.985
594

11.230
11370

11,5135
11212

12.575
11.%438

12.022
11.146

11,453
10.689

11.025
11.92

12.1560
10.950

10.216
12.218

MULTIPLE TREATMENTS

3,34
3,36

2.54%
2a54

2.93
2493

2.27
2.27

2.7%
2.3
2.50
Zanl

A

2.3

»935
+251

=-.981
=267

£ 278
o042

2149
019

=,333
-, 131

2417
$177

=241
=.039

114143
12,066

124166
11.204

10.714
10.%46

11.521
11a640

11.7932
11.612

11.601
Tla®

19 PY AN
1090

caonTROL GROUP EXCLUDED

TR DF VARU.X cv o
.206 55 7.4609 $2618
.139 55 T.4681 L2411

-.267 54 3.5790 L2771

-.53% 54 33,6400 2725

-1.55¢ 53 5.4971 «1969
“2.044 53 5.3263 .1938
-1,235 58 B.0065 L2678

-,378 5H B,.na3s8 2490

-1.11R 57 9.1952 L2795

-.539 57 9.3493 .2819

1,376 52 8.7748 .1891

1,599 52 4,7167 L1879

-1,539 5% 3,8446 «2516
=1.435 58 6,900 L2623

3,077 57 5.6075 L2764

3,152 57 5,5681 2058
«9HG 48 11,1832 2048
LABT 48 11,2248 .2a54

-1.411 54 6.3211 2179
~1,299 34 6,3557 .2185
L3464 55 8,7333 2712
L177 55 8.7472 L2715
.242 58 5,2392 L1970
.105 58 5,2435 L1371

=, 546 59 5,1339 v 1357

-~ 726 55 5.1127 «1953
.5AT &2 %,3785 L2149
.AS5 §2 6.2820 L2142

~,303 54 8,7510 2663

~y 817 4 B,7377 .2551

VARB

5868
+0510

LTT70

- aDB&T

4325

T «0368

-5803
2 050%

<6841
0609

3941
«0326

«6416
- 0560

«41563
20355

-9028
0804

«4828
«N423

«6518
$0575

#3891
0330
3727
0327

<4955
N&27

+6354
20562

YLRA

5919
« 3598

«3121
+1789

s 8304
« 2387

2hebh
+1371

2429
« 1428

w3164

«1858

«b160
2R F4

VARUBAR

«2237
. 2245

$1129
1135

1532
#1535

+0873
«DBTS

. 0901

« 0857

1172
#1163

» 158532
<1560

~

H
i
i
i
3
5
i
3
i
¥
H
H
:

ol

g b e
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RESRESSIAN FITS OF THE NUMBER» Us OF TMPLANTATIONS ON DOSE,
{ ARENICTED.U = A » Bex ) COMTROL GROUP INCLUDED

» X N X3aR 50 X ugar -5D0 U B A 78 of VAU X Cv U VARB VAQR VaRURAR

—————— - - - -

.
e s o el S T R G

P i - - - -

SINGLE TREATHMENT

PRI YTy

1 2 . L .50 W50 11443 2.52 -.030 11468 -.136 73 6.4741 £2216 »3451 o711 <0855
2 e 16 vy W47 11,86 2.85 667 11.95¢ -.98% T4 82,0979 Y 6542 L1958 L1065 - f:)

3 P 75-  L.4R .51 11.92 2.20 -.703 12,257 -1.399 73 4, 7964 .1937 +2528 L1220 Yy B Z
4 npc R0 W58 «30 11,79 2.73 -1.365 12.446 ~2.294 78 7.0788 L2257 +3541 1709 .2335 3
5 ansE 79 vy .50 10,35 3.09 - 826 11.353 -1.192 77 9.5103 L2416 4807 .2350 L1204
6  DCST -4 .9 W49 11.82 2a12 4090 11,786 176 72 4.5635 .1987 22595 +1135 L0837

R Nt an . a8 «50  11.57 2.81 -1,252 12.179 -2.029 T8 T.6180 .2395 LI810 .1839 L3952
a nnu: 18 4R .58 11,56 2454 1.265 - 10.932 Z.240.76 5.1391 L2147 3199 .1520 J07RT

; ! ’ \
. g MULTIPLE TREATMENTS ‘

1 nnSE &8 W47 .52 11.7¢ 3.00 «659 11,426 .326 66 © 9.0227  .2560 L5871 L2646 L1227 )

2 pAsE " 76 Y W51 11.76 2,40 ~1.096 12.282 ~2.038 74 5,5499 .2003 . 2895 +1379 40730

a anng 17 W48 W51 11,17 2.70 -.328 11.327 ~,538 75 7.3424 22426 .3728 L1822 .0954

4 B0SE 84 P43 W50 L1.9% 2.27 -.51T 124187 ~1.016 78 5.17i2 +13205 .2586 _a1289 « 646

5 pnsE 77 .47 251 1,49 2.55 -.076 11.529 -,129 75 6.5752 L2231 $3313 .1598 + 0854 g::)
) nnse 1 a4b +50 11,93 2,34 ~a136 11,995 -.248 72 5,5322 1871 .2977 .1379 L0748

¥ nase 76 .47 +51  11.39 2.76 -.688 11.719 ~1.110 74 7.6052 .2620 .3842 .1853 £1001

e g
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NOMINANT LETHAL GEME STUDY OF COYPOUND F1=-22

CONTRIL

T-TESY TJEST OF THE

SODIUM META-RISULFITE

(TRANSFORMED)

[LOSSES TAKEN AS A SUBSET OF THE SET OF CORPORA LUTEA)

T1=22

WEEX
]
HRG
i 18
gz 20
3 20
& 20
RS
6 20
7 zo:
8 19
1 18
2 zn0
.3 20
4 20
5 20
A 20
T 20

HEAN

57N
DEV

A3
43

49

63
43

4G

T .57
59

64

# 36
-

28

27

+28

)]

N
PRG

15
20
18
an

19

20
2n

1

19
20
20
19

20

MEAN

57
« 66

«39

77
62
59
»50
»58
5T

63

«03 G/XG
ST0
PEV OF T
.61 3% 1.068
.35 38 2,590
.27 36 145
« 39 38 l1.646
«%9 37 623
+ 49 37 1.239
.53 39 270
51 37 1.951
.57 34 907
L35 37 1.874
53 37 789
«39 3B + 583
.35 38 110
.50 37 1.323
.54 38 033

71~-22 .7 G/KG
N 3TD
PRG MEAN DEV DF T
SINGLE TREATMENT
20 .51 .33 3% 1,099
20 .79 .57 38 2,457
18 70,56 36 1.516
Fd:} » 65 »52 38 LabTT
20 .57 .60 38 . 002
19 o446 .27 37 «671
20 .66 ,51 38 S W1TH
20 .52 .32 237 .322
MULTIPLE TREATMENT
14  ,81  ,&3 30 .125
1B .65 .45 36 1.839
18 .79 .62 36 1.949
20 63 .40 38 1.R07
17 +62 .53 35 .273
17 .54  ,48 35 .2863
16 71 .59 34 34

PRG

PAGE 46

MEAN

19
16
19
20
2t

16

20

19

18
19
20
20
20
18

20

.60
.58
.50
.92
.82
.62
.72

-39

.66
-1
69
63
57
73

«63

«39
£:1.]

43

.3‘
45

«43

G/RG

OF T

35 204
34 1.093
37 T
18 3,797
38 1.27%
34 1.1386
38 +5313
36 l.422
34 228
37 14521
39 1.790
i3 1782
38 45
36 I.RSB.
33 68

PRE-IMPLANTATION LOSSES IN PREGNANT FEMALES.

TSH
N
PR3 HMEAN
éﬂ » 9%
28 1.22
20 1.2
15 1.90
20 .78
17 .73
20 .58
2 6B

ST
JEV

-

Y

«H7

k2

60

556

+55

bF

-

36
aa
38
34
an
35
28
37

b A 4 A ik B TR e e e S0

A g s b et

PYRSCERIa

i dafs



. _ i

DAMINANT LETHAL GENE STUDY OF COMPOUND T71=-22 SOpIUM META=AISULFITE PAGE 4T i

i

- T-TESY DF THE (TRANSFORMED) NUMBER OF DEARD IMPLANTS. §

y : i

: H

WEEX CUNTROL T1=22 « 03 G/KG 71=-22 «7 G/KSG T1=-22 1.7 G/KG AL w2 MG/XG %

N sI0 N 5T 5 510 N ) N 37D

CRG MEaN  DEV PR3 MFAN DEV DF 7 PRG MEELN DEV -DF T PRG  MEAN  DEV  DF T PR3 MEAN 2JEV  DF T

SINGLE TREATMENT - - ;:)

1 t8 %3 «*4 1B 52 « 39 34 «893 29 53 +39 36 .38 19 «56 36 35 1.275 20 « %0 +4B8 36 J.5iA {

2 20 .5% 3% 2n .4l .19 33 1.378 20 .48 ,34 38 «503 16 .70 .31 34 l.249 20 1.70 .81 38 T.152

3 27 56 «43 18 wb4 +29 35 1.022 18 49 «24% 36 614 19 72 L4637 1350 26 155 +57 3R £.208 . %

& 20 a7 27T 20 5-11 «30 38 «821 20 .52 «33 38 «+505% 20 «60 .46 33 1153 15 1.28 «49 34 5,344 é

5 20 «0f «39 1% «58 35 37 .212 20 «50 .26 38 +518 20 49 28 353 «508 20 1,08 «20 38 1,733 §

— i

& 20 W45 +31 19 Y .28 37 +257 19 #51 .36 37 525 16 .53 .32 34 £T37 17 Y .33 35 1,577 H

. - ‘ L . g

T D 50 «31 20 .52 «32 38 162 20 «39 «26 38 1.285 20 «73 «51 38 1.465 20 « 68 25 39 1.678 :
B, 19 .39 22 21 + 50 «34 37 1.948 20 -1 «37T 3T 1.£87 15 5% «37 35 lagbs 20 eE7 31 37 24785 .

¢ bt s 18 i R

MULTIPLE TREATUENT

1 18 43 24 1R 15 L45 34 2063 14 «33 o148 30 1344 18 4G 22 34 .8250

2 2u 55 «3% 19 B3 «49 37 +623 18 w4l «25 36 1.249 19 +61 -.QZ ar L4933 é
3 20 «56 43 19 «69 51 37 +898 18 »56 .29 36 «016 20 o439 «30 33 w502 é::) ;
4 20 4T «27 20 «50 «56 38 3.067 20 bl «22 38 «77TD 20 +55 «30 38 +238 E
5 20 «56 +39 20 b3 e44 38 «537 17 hb «29 35 .822 20 «53 «2T 38 «306 %
& 20 . .45 «31 19 # 62 45 37 1.956 17 45 +25 35 «N23 18 ihé +28 356 «154% é

) §

T 2¢ + 50 +31 20 +70 «48 38 1.520 16 « 50 «23 34 +083 20 LY+ «22 39 935

!
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DOMINANT LETHAL GENE STUDY OF CO4PQUND Y1-22 SO0DIUM META=RISULFITE PAGE 4R

- CHI-SQUARE TEST OF THE DEATH INDEX () DEGREE OF FREEDON) :
wEEK VEHICLE CONTHOL 71-22  ..03 G/KG 71-22 ST ARG Tie22 1.2 G/KG TEM o2 MG/KG §
N N DEATH N N DEATH N N OE@TH . N N DEATH N k] DEATH ) ’
#NI PRG  INBEX CHISU WDI FRG  INDEX CHISQ Wh! PRG INNEX CHISO wWOI PRG INDEX CHISY €31 PIG  INDIEX CHISQ
...... mmoon ZIL IIL LLD LlIIL iaall als lll Licis alaie mee mmw mmems  mmmam mmm mee mmeae  meme=s
SINGLE TREATMENT ' ) j
i & 18 .33 0.00 7 1a .39 0,00 7 20 .35 .05 9 19 W4T .29 15 2 .75 5,07
) 8 20 W40 G.00 7 29 235 0,00 e 20 .30 11 12 16 oI5 3.1l 19 29 W35 1l.40
a8 20 A0 0,00 6 14 033 01 9 18 .50 .09 1 19 .58 .54 18 20 W30 8.90
% A e £40 0400 10 20 +50 10 9 20 .45 p.00 9 2p W45 0400 15 1% L34 B.92
5 8 21 W40 .00 10 19 .53 .22 9 =20 .45 0.00 8 20 40 10 18 20 «30 8,90
& & 2n <30 0,00 8 .19 w42 .21 1 19 37 a0k 7 1s ohh .25 10 17 +59 2,05 ) Y
T 9 20 .45 0.0D 9 20 .45 L1004 20 .20 1.82 12 20 60 40 16 20 I T I P :
B ' 5 19, .26 0.00 - 1o 29 o350 l.42 9 20 .45 .78 10 19,53 1.76 12 20 L60 3,23 s
. ‘ WULTIPLE TREATMENT
1 & 1A «33 0,00 12 18 5T 2.7 2 1 Y .68 10 18 e56 1401
2 A& 20 .40 .00 9 19 .87 .02 5 18 .28 .20 9 19 .7 .02 ' O
3 8 20 W40 0400 10 19 +53 .22 10 iR 56 .40 & 20 W40 o S ;
4 8 20 W40 0,00 1« 29 o70 2,53 6 20 30 .11 1120 55 o40 :
S 8 20 .40 0,00 10 20 .50 .10 6 17 .35 .00 18 20 .50 .10 *
6 & 20 230 0.00 11 19 +58  2.05 T o7 bl .13 6 18 «33 .02
7 s 20 +4S 0,00 1oz .55 10 8 16 .50 .00 6 20 .30 43




COMINANT LETHAL GENE STUDY OF COMPOUND 7T1=-22 SODIUM META-RISULFITE PAGE «3

ARMITAGE TEST FOR A LINEAR TREND IN PROPORTIONS FGR THE DEATH INDEX

{1 DEGREE OF FREEDUM} BASED ON THE DOSE LEVELS
\
03 G/KG «7 G/KG 1.2 G/KG
N N N N N N CHISR CHISQ ARMTG
WEEK T WDl PRG WD1 PRG WRI PRG  (C=11} (1) CHISQ

amm- —— - - - - - - - - - -

SINGLE TREATMENT

1 T 18 7 20 9 19 .64 .23 .41
2 1 20 6 20 12 16 B.45  #.50  3.96
3 & 18 9 18 11 19  2.32 2.28 «03
. 10 20 5 20 3 20 .13 f11 .02
5 10 1% e 20 A 20 .63 .63 T
6 ) B 19 7 19 7 16 19 1 .19
7 9 20 4 20 12 20  6.72' ST 6,15
8 10 26 9 20 10 19 26 s01 22

MULTIPLE TREATMENT

1 12 18 z 1s 10 18  9.30 «80  B,50
2 3 19 5 18 9 19  1.94 L01 1,92
3 10 19 10 18 B 20 1.06 .55 51
. 1s 20 6 20 11 20 6.5 1,31 5,23
5 ‘10 20 6 17 10 20 106 .01 1,03
6 11 19 7 7 6 18 2,37 2.33 03
7 i1 20 8 16 6 20 2,79 2,39 .40

e 5 T

T
#

:
i
3
3
]
Z
:




SOMTN, VT LETHAL GENE STUDY OF COMPOUND Tl=2¢ 50DIUM META-SISULFITE ' PAGE 5% B

ARMLTa>¥ TEST FOR A LINEAR TREND IN PROPORTIONS FOR THE DZATH INDEX

{1 DEGREE OF FREEDOM) BASED ON THE LOGARITHMS OF THE DOSE LEVELS
\'
'3 KG + T G/KG 1.2 G/KG
NOON NN N N CHISG CHISQ ARMTG
WEEK T oWixi ¥RG WD1 PRG wDI PRG {C=1) (N cCHISG

- - ——— - ——— mm- - e - - -

b

SINGLE TREATMENT

i 7 18 1 20 9 19 64 .07 .57 : i

2 T 20 e 20 12 16 B8.45 2.03  6.42 %

3 6 18 9 18 11 19 2.32 2,26 .08 E
T & 10 20 9 20 9 20 .13 «13 «00 '

5 10 19 T 20 R 20 63 59 <05 %

6 ' 8 19 7 19 7 16 .19 Y «19 g

7 9 20 4 20 12 20 6.72° .00 6.72

8 10 20 ° 9 20 1t 19 24 00 .23 o o

MULTIPLE TREATMENT

1 12 18 2 14 10 18  9.30 2.78  6.52
2 9 19 5 18 9 19  1.94 2T 167 ;::)
3 10 19 10 18 8 20 1.06 .25 .81
4 14 20 6 20 11 20 6.54 3.16  3.38
s 10 20 6 17 - 10 20 1.06 .14 .90
6 11 19 T 17 6 18 2,37 2,29 .07
7 11 20 8 16 6 20 2,79 1.71 1,08




"DOMINANT LETHAL GENE STubY 0OF COMPOUND Ti-2¢

ARMITAGE TEST FOR a LINEAR TREND T

WEEK

n

(p-

-

W N

{? DEGREES OF FREEDOM)

coNTROL
7] N
w1 FRG
6 18
8 20
8 20
8 20
AR 720

6 20
9 20
5 19

6 18

8 20

8 20
R 20
8 20
s 20
9 20

\

«03 G/KG
N N
Wil PRG
7T 18
T a0
65 18
10 20
12 19
A 19
9 20,
1o 20
iz 18
9 19
1c 19
1« 20
10 20
11 19
11 2¢

o7 G/KG
N N
wnI PRG
T 20
A 20
9 18
9 20
9 20
T 19
4 29
9 20
2 14
5 18
10 18
65 20
& 17
T 17
a4 16

S0NTUM META-RISULFITE

1.2 G/KG
N N
wWihJ PRG

12
11

12

10

- -

CHISQ
(C~11}

cHISA
tn

SINGLE TREATMENT

19
16
19
20

20

164

20

i9

<94
A.63
2.64
40
R4
92
6.75

3.29

)
3.90
Zebh
W00
.16
+25
.27

le12

MULTIPLE TREATMENT

10

11

10

18
19
2¢
29
20
18

26

10.57

«03

N PROPORTIONS FOR THE DEATH INDEX
BASED ON THF DOSE LEVELS AND INCLUDING

PaGE" 51

THE CONTR0L GRU2

Fifa ot

3
H
F
H

e s 1B e

AP

e Ed e -



DOMINANT LETHAL GENE STUDY OF COMPOUND T1-22 SODIUM META-BISULFITE . PAGE 52

PROBIT ANALYSIS OF THE PROPORTION OF PREGNANT FEMALES WITH 1 OR MORE DEAD IMPLANTS
PROBIT = A + B( LOG DOSE 1

%
WEEK a8’ & cHlIse DF

‘---- - - - - - - - - - - - - i

SINGLE TREATMENT

1 «063 4,738 «5T 1
2 «343 5,059 6,36 1 Lo
3 . 367 5.119 .08 1 : :
4 ~.083 4.872 «00 1 xf:, §
5 -.179 4.801 .05 1 o :
6 - 023 4,753 .19 1
7 -.005 4.787 6.72 1

. 8 -, 007 4.975 .23 1 :

MULTIPLE TREATMENT

1 -.513 “0719 6-TT 1
2 -.122 4.708 1.70 1
a3 -a117 4,916 .B1 1
4 . -e418 4,825 3,45 1 .
5 ~e085 6,843 W91 1 @
& -y 354 4,654 .08 1
7 -.305 4,692 1.14 1 -




GOMINANT LETHAL GENE STUDY OF COMPOUND T1=-22 SO0DIUM META-RISULFITE PAGE 33

T=T£5T OF THE (TRANSFORMEDY NUMBER OF DEAD IMPLANTS

. _(DEAD T4PLANTS TAKEN AS A SUBSET OF THE SET OF IMPLANTS) . ;

WEFX  CONTPOL 71-22 <03 G/KG 71-22 RV 71-22 1.2 G/X5 TEM .2 MG/XG
oo sth N 510 N 51D , N STH N st i
i3 MiAt DEY ORG MEAN DIV DF T PRG MEAN DEV OF T PRG MEAN OJEV DF T sR5 wEaN JEV DF T :

_—— mmEaET fEmme mew W _—— wmAEE mm meEme-aT EmEW EeE—e SSaas W= TESasmoe = e mtrmme mE mASMmm s W mammie hEma em mLRSSEss 3

SINGLE TREATMENT

I 18 .85 LBT 16 .62 .51 34 1.212 20 .55 .82 36 LA0B 19 .58 .36 33 1.233 20 1.08 .56 1 4,320, .
2 20 .56 W40 20 .46 .20 33 1.287 20 .53 .36 39 L235 16 WTH W30 36 1.502 20 2.36 .50 38 12.481 f
3 ze .58 .65 18 .45 .30 36 1.012 18 .55 .29 36 2764 19 W75 . (4R 37 10139 23 2.1% .71 38 84305 %
o 20 .+7 .27 20 .56 .29 38 L970 20 o62 <53 38 1,123 20  +69 .52 33 - 1,456 16 2456 .55 36 14792 %
§ 20 W6k W56 19 .62 .35 37 L261 23 .53 .27 18 _-o1e 20 .80 L4133 379 20 1.26. .86 38 3.1ak ?
& 20 .46 31 19 .52 .31 37 «564 19 452 .36 37 2495 16 255 .35 34 L3048 17 .75 .81 35 1.e5e 1
7 % W56 .32 20 .56 .34 39 L237 20 .43 .29 33 1.168 20 .50 .54 33 1,333 20 .7e .37 33 1.738 %
6 10 .62 .23 20 .66 440,37 2,318 20 .59 .40 37 L.6ll 19 .60 .36 35 1.308 20 .64 .32 31 2,525 %
MULTIPLE TREATMENT : %
1 1R .45 .27 18 LAZ .46 34 2,925 14 .37 L1830 L9646 1B o5& .27 34 $946 §
2 20 .56 .48 19 .72 .6 37 (913 18 .44 ,36 36 1.075 19 .68 .47 37 63 {::’ ;
2 20 .58 .45 19 LTS .53 37 1.092 18 LT3 .57 36 «914 20 .53 .32 3% 417
4 20 L4T W27 20 LYB L6938 3,044 20 .43 .22 3 W565 20 .66 <57 38 1,782
5 20 W66 56 20 .66 .45 38 .015 17 .51 .32 35 1966 20«55 .28 39 o764
6 27 .46 <31 19 TR .57 3T 2,177 17 .48 .25 35 (162 18 oG48 (34 3% 190

T 2n .54 <32 20 W6 +523 38 le6le 16 b2 +52 34 «596 20 w46 2T 38 073




DOMINANT LETHAL GENE STUDY

OF COYPOUND T1-22

SCDIUM META-BISULFITE

CONTROL GROUP ANOVA FOR THE NUMBER OF PREGNANT FEMALES

\
BETWEEN MALES

- T ;- - -

«B00
0.000
.00
0.000
0,000
0,000
a,0n0

450

.800
0.000
00000

0.000

0,000

0.000

N.0D0

DF

MEANSQ

D.000
0,000
G.000

<059

L0R9
0.000
0.000
0.000
6,000
0,000

0,000

oITHIN MALES

e N A S -

SUMSE DF MEANSQ

SINGLE TREATMENT -

1.000 10 «100
0.600 10 0.000
0.000 10 0.000
0.000 10 0.000
0.000 10 0,000
0.000 19 . 0.000
0.060 10 0.000

«500 10 +050

MULTIPLE TREATMENT

1.000 10 «100

0,000 10 0.000
0.000 10 0.000
0.000 10 0.000
0.000 10 0,000
0.000 10 0,000
0,000 10 0.910

PAGE 54

TOTAL

- g -

1.800
0.n00
0.000
0.000
0.000
0,000
g.000

« 3590

1,800
0.000
0.000
0,000
0.000
0.000

0.000

1%
19
19
19
i9
i9
i9

i9

19
19
19
19
19
19

19

c
.889
T

1

i

1

1

I
1.000
«3839
1

1

1

I

1

I

iy e

Tkt e

4
i
H
i
5
E:
1
H
F
H
&




DOMINANT LETHAL GENE STUDY OF COMPOUND Ti-22 SONIUM META-RISULFITE PAGE S5

CONTROL GROUP ANOVA FOR THE NUMRER OF IMPLANTATIONS PER PREGNANT FEMALE

AR
BETWEEN MALES WITHIN MALES TOTal

- T - e - g A T O o S TE E T R W A = - . -

MEEK SUMSQ DF MEANSD SUMSQ nF MEANSD SUMSH oF

- - - - - - - - - - - - - -

SINGLE TREATMENT

1 . 31,205 2 3,467 24,500 =] 3,063 55,705 17
> 39.800 9 4,422 29,000 10 2.900 68,200 19
3 33.450 9 3.717 21.500 10 2.150 54,950 19
“ 67,850 9 6.422 22.000 10 2.200 79,800 19
5 79.250 9 8.906 1284500 10, - 124850 207.750 19
5 26,450 9 2.939 30,500 10 Y 3,050 56,950 19
7 25,260 9 2.800 56,000 1 5,699 . 81,200 19
8 73.840 o . a.z06 52,000 9 5.778 125,840 18

MULTIPLE TREATMENT

1 31.205 9 3,467 24,500 8 3.063 55,705 17
z 39.800 9 4,422 29,000 10 2,900 68,800 19
3 33.450 9 3.717 21,500 - 10 2.150 54,950 19
“ 57,800 9 6,422 . 22.000 10 2.210 79.800 19
5 75,250 9 8.806 128,500 10 12.850  207.750 19
s 26,450 9 2.939 30.500 10 3,050 56,950 19
7 25,200 9 2.800 56,000 10 5,600 81,200 19

i
L
i
§
z
B
1
Ed
S
§

:
[
;
:
?

e A N BB 1 e e



DOMINANT LETHAL GENE STUDY OF COMPOUND Tl-?é SODIUM META-BISULFITE PAGE 567

CONTHOL GROUP ANOVA FOR THE PRE-IMPLANTATION LOSS PER PRESNANT FEMALE

ARLSApe iz

RETWEEN LALES WITHIN MALES TOTAL
WEEK SU4S0 nF MEANSQ suMsq  OF MEANSD SUMSO DF F
SINGLE TREATMENT- ' . 7 Lo
1 47.020 9 5,226 3.000 8 375 50,920 17 13.932 ::> f
2 5,000 9 .556 104000 10 1.000 15,000 19 .5355 E
3 17.200 9 1.911 5,000 10 +500 22.200 19 3.827 é
“ 44000 9 a5 5.000 190 +500 9.000 19 LHRD .
5 6R.050 - 9 7.561 70.500 10 7.050 138,550 19 1.072 %
A A.250 9 917 f.500 10 «750 15.750 19 1222 . }
7 76,800 9 8.533 137.000 10 13.790 213,800 15 523 :
8 7.750 @ . 7,528 23.000 9 2.556 30,750 18 20946 _§
MULTIPLE TREATMENT :
1 47,020 ) 5,226 3.000 - 375 50,020 17 13.932
2 5.060 9 +556 10.000 10 14000 15,0060 . 19 <556 {::}
3 17.200 9 1,911 5.000 10 +500 22.200 19 ‘ 3. BP2
4 4,009 9 644 . 5,000 10 +500 9.000 19 .9R9 f
5 61,050 ) 7.561 70.500 10 7.050 138,550 1o 1.972 %
6 8,250 9 .917 7.500 190 750 15,750 19 1.222 o
7 76,800 9 8.533 137.000 10 134700 213.800 19 : e673 :




J e

DOMINANT LETHAL GENFE STULDY OF COMPDUND 7T1-22 SONTUM META=-BISULFITE PAGE 57T

1

CONTRdL GROUP ANDVA FDR THE NUMBER OF DEAD IMPLANTYS PER PREGNANT FEMALE

BETWEEN MALES WITHIN MALCS TOTAL

i o v I SRR ki ok

WEEK sumse  DF MEANSS SUMSA DF MEANSO SUSO B &

SINGLE TREATHENT ' ‘ . =
1 3,480 3 L387 7,000 8 LB75 10,480 17 L642 ij’ %
2 15.000 9 1.667 35,009 10 3.500 50.000 19 474
3 32.800 9 3644 33,000 10 3.300 65,800 19 1.104 {
& 4,800 9 «533 10,000 10 1.000 14.800 ‘19 «533 §
5 35,802 3 1,978 20,000 10 2.000 55,800 19 1.9809 ;
6 11,050 3 1.228 1s.500 10 1.550 26,550 19 797 %
. 14,200 9 1.578 9.008 10 <900 23,700 19 1.753 E
8 4.928. - 9 LSer 5,500 3 611 10,428 18 .895.

MULTIPLE TREATMINT

1 3.4R0 9 .387 7.000 & .ATS 10,480 17 442
2 15,000 9 1.667 35,000 10 £ 3.500 50.000 19 476 i::}
3 37.800 9 3e644 33,000 10 3.300 65,600 19 1.104
4 4,800 9 +533 10.000 10 1.000 164,800 19 +533
S 35.R00 9 © 3.978 20.000 10 24000 55,800 19 1.989
6 11.050 9 1.228 15,500 10 1550 26,550 19 . 797
7 14,200 9 1.578 19,000 10 +900 23.200 19 1.753
hN
N



QOMINANT LETHAL GENE STUDY OF COMPOUND T1-22

WEEK

w N -

CONTROL GROUP ANOVA FOR THE RATIG OF DEAD

BETWEEN MALES

T = o S aa S W Sl T O O

SUMSU

225
l093
«263

«032

+4BT7

+068

ID?6

0034 *

£ 025
« 063

.263
.032
L487
068

<096

oF

- -

MEANSQ

- -

003
«010
«029
Q04
+054

IODB

«011

«004

+003
«010
«02%9
«004
+ 050
«008

«011

L

SODIUM META-RISULFITE

ITHIN MALES

- ) a5 o A 0 A ol

SUMSG

- -

056
«238
295
« 050
«626

<093

«0TD.

«N38

M

«056
»238
+ 295
-660
+626
«093

«070

DF MEANSQ

- - A - -

SINGLE TRCATMENT

8 2007

l0 024
19 «030
10 « 006
10 ’ «063
19 +009
10 007
9 LI

ULTIPLE TREATMENT

8 .007
10 e 024
10 +030
10 $006
10 063
10 © «009
10 #007

PAGE 5A

TOTaAl

- o -

081
«330
«558
092
1.113
=161
167

072

«N81
« 330
.558'
032
1.113
e161

167

17
19
19
‘19
19
19
19

18

17
19
19
19
19
19

19

IMPLANTS TO TOTAL TMPLANTS PENH PREGNANT FEMaLE

+ 400
«433
« 389
«5073
+854
«815

1327

+ 879

« 400
433
+ 389
+603
+ 954
«315

1.522

&
#
]
3
=
E
X
E
g
i

:
¥
b4
3
k3
3
3
!
:
1
5
E
:

ey Jhicrgr i

i mimind b £

oy e Tt B




NOMINAMNT LETHAL GENE STUDY OF CUvMPOUND Ti-22 SODIUM META-RISULFITE PAGE 59

T-TEST OF THE NUMBER OF CORPORA LUTEA IN PREGNANT FEMALES,

\

]

WETK AONTROL Ti-22 «03 5/K3 Ti=-22 o7 GSRG M-z 1.7 G/X3 TEM .7 MO/XG
N ) STH N 5T9 N 57D N STN N STH
FRG  wMERN DEY  PRG  MEAN  DEV  OF T PRG  MEAN DEV DF T PRG MEA) DEV DF T PR3 MEAN DEV  OF T

....... _ rmmmE mEm ke an EmmmE TA mASARESS mew EfLLs Assss S8 EaSamhss See e e

SINGLE TREATMENT

I &} 15.06‘ 1,76 12 13,39 2,23 3¢ 1.338 20 12.00 1,69 36 1.921 19 12.58 1,43 33 327 20 13.40 2,55 36 i Y-T4

2 éG 12.90 1.74 29 13,25 2,17 38 .5%2 20 12,7% -1.62 kL] 282 16 12,75 1,84 34 W250 20 11.95 1.55 38 1.671

3 20 1265 1,79 1B 13.67 1.715 3p 1770 18 12,89 1.53 36 440 19 12,53 1.39 37 «281 20 12.45 1.73 38 #3590
S 4 20 13.40 <2.99 29 13.10 .62 38 508 20 13.25 2.22 38 +220 P?0 13.80 2.69 38 .526 1% 13.87 3,37 34 eG4

5 27 12,40 1,47 19 12.63 2.06 37 «406 20 12.85 1.81 38 .863 20 12,09 1.5%9 33 -«R27 20 12.0% 2.%8 38 527

6 20 13.30 1,53 1% 12.42 «90 37 2,176 19 12.53 1,74 37 | 1.477 16 12.9¢ 1.65 3@ 2683 17 12.24 1.03 35 2ad 40,

T 20 1a,10 2.,B1 20 13.%0 2,79 38 «767 20 12.75 1.9% 3R, 1,768 20 12,60 1,33 38 1,969 20 13.25 1.21 38 1e244

3 17 12.89 - 1.24 20 !2;50 _5.99 37 +712 20 12.75 1,59 37 2316 19 12.89 1.70¢ 36 0.000 20 12,95 1.64& 37 =118

MULTIPLE TREATMENT

1 18 13,05 1,70 1B 13,44 2.38 34 «564 14 13,00 1.80 39 +090 1B 13.94% 2,53 34 1,237

2 206 12,90 .74 19 13.32 .42 37 815 18 13,00 1,53 36 +1R7T 19 12.58 1,26 37 e %50

3 20 12,55 1479 19 12.16 1,77 37 L8684 18 12.56 1.79 386 163 20 Y2.B5 1,95 22 «338

4 27 13.40 2.09 20 12.40 1,85 38 1.605 20 12.85 2.11 38 «B29 20 13.40 2.)4 38 0.000

5 20 12.40 l.47 20 12.90 1.7)1 38 »992 17 12.88 2.34 35 «T63 20 12.75 2,67 38 «513

& 20 13.3n% 1,53 19 12,84 1,30 37 1,606 17 13.53 1,74 35 «5428 18 i3-67 7!.61 36 721

T 20 l4.18 2.B1 .20 }2.75 1.71 38 1.936 16 12.62 1.54 3¢ 1.882 20 12.30 1,30 328 2.601




